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Structure and Organization

Research and development in the Biomedical Scieptags a central role in generating
knowledge and in the application of this knowletlgémproving the quality of lifeThe mission

of the Institute of Molecular Medicine (IMM) is tofoster basic, clinical and translational
biomedical researchwith the aim of contributing to a better undersiag of disease
mechanisms, developing novel predictive tests, avipg diagnostics tools and developing new
therapeutic approaches.

Located on the campus of the Faculty of Medicinethaf University of Lisbon, IMM is a
Laboratory Associated to the National Ministry ofiéhce and Higher Education. IMM is
mainly supported by national public funds and EesypUnion funds. The research expenditure
includes additional funds obtained from peer regidwompetitive grants, private donations and
industrial partnerships.

Created in December 2001, IMM results from the @ssion of 5 former research units from the
Faculty of Medicine of the University of Lisbon:etBiology and Molecular Pathology Centre,
the Lisbon Neurosciences Centre, the Microcircafatind Vascular Pathobiology Centre, the
Gastroenterology Centre and the Nutrition and Mdtaim Centre. The Institute is a Private,
Non-profit Association.

IMM Associate Members

Universidade de Lisboa

Faculdade de Medicina da Universidade de Lisboa

Hospital de Santa Maria

Fundacéo da Universidade de Lisboa

Associacao para a Investigacao e o Desenvolvindmteaculdade de Medicina
Fundacdo Oriente

Board of Trustees

The Board of Trustees is composed by represensatifassociate members and meets at least
once per year to analyse the scientific and finaapert and to approve the plan of activities and
budget for the next year.

Board of Directors
The Board of Directors is responsible for the mamagnt of the Institute according to the plans
approved by the Trustees. The Board of Directoetasted by the Trustees.

Jodo Lobo Antunes, MD, PhD (President)

Maria Carmo-Fonseca, MD, PhD (Executive Director)

Joaquim Alexandre Ribeiro, MD, PhD (Vice-President)

Administration Board

The Administration Board is composed by the Diresitthe Research Programme Coordinators,
and the Directors of thEaculdade de MedicinandHospital de Santa Marialt meets at least
twice a year to define scientific strategies antloas, administrative organization plans and
budgetary priorities.

Council of Scientists

The Council of Scientists is composed by all Ppatiinvestigators. It meets at least once per
year to discuss the scientific strategies and pfaactions proposed by the Board of Directors.
This Council elects two representatives to parditdpn the meetings of the Board of Trustees.
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Scientific Advisory Committees
Undertake periodic evaluations to the IMM specifimgrammes and include international
experts of scientific fields analysed.

Neurosciences Programme 2010

Michael SpyerUniversity College London, UK

Christine Gall, University of California, USA

Charles Warlow, Western General Hospital, Edinbutghk
Reinhard Dengler, Medizinische Hochschule, HannoBermany

Immunology and Infectious Diseases Programme009

Anne O'Garra, National Institute for Medical ResggarUK

Alain Fischer, Hopital Necker Enfants Malade, Pdfimnce

William Paul, National Institute of Allergy and kftious Diseases, NIH, USA
Philippe Sansonetti, Institut Pasteur, France

Antonio Freitas, Institut Pasteur, France

Cell and Developmental Biology Programne2006

Philip Ingham, University of Shefield/Institute Bfolecular and Cell Biology, Singapore
Frank Grosveld, Erasmus University, Rotterdam Nb#erlands

Outi Hovatta, Karolinska Institut, Stockholm, Swade

lain Mattaj, European Molecular Biology LaboratoHgidelberg, Germany

Axel Pries, Department of Physiology, Charité-Berlsermany



Evaluation reports 2011|7

Evaluation reports 2011

Summary of Review Report of the Scientific AdvisoryBoard for the Neurosciences
Program

Period of evaluation:2006-2010

Scientific Advisory Board members:

Michael SpyerUniversity College London, UK

Christine Gall, University of California, USA

Charles Warlow, Western General Hospital, Edinbutgk
Reinhard Dengler, Medizinische Hochschule, HanndgBermany

Summary of the panel’s overview

The Neuroscience programme has some significaemgitns with high impact outputs but also
some Pls who are performing sub-optimally. The MNkgical Clinical Research Unit
demonstrated high quality output in stroke and oeéegenerative disease research although its
use of the core facilities of the IMM was barelidant. Similarly the Neuromuscular Unit had
some significant outputs but was only now beginrtmdpe housed in IMM. For the future, the
Programme would benefit by greater focus on théseet high performing areas of clinical
research and exploration of ways of integrating eoof their research activity with
complementary studies and the expertise of membktdnits within Basic Medical Science
(BMS). One resultant recommendation is that therbl®uscular Unit be combined with the
Autonomic Nervous System Unit to form a new ClihiBdysiology Unit housed in the IMM
(Dept. Physiol.).

This arrangement would facilitate these interditgpy interactions, and provide an opportunity
for the development of the further use of animaldels of disease. It would also provide an
opportunity to provide bio-engineering support andre efficient use of space, facilities and
resources. At present clinical research is largéhot exclusively, conducted in the hospital and
changes of the type proposed may lead to a culthaaige that could heighten exchange. Other
clinical research could also benefit from spact@lMM which would also facilitate exchange.

There was little evidence of IMM investment in appments within the Programme. A single Pl
recruit and group Leader (Cell and Molecular Neciersce) is the most closely integrated into
the IMM. This unit also has collaborations witlBMS and Clinical Units (CU). Unfortunately
the Group Leader is leaving to take up a full Psste position in Gottingen. There are also some
more junior appointments at staff scientist lefel gxample in the Neuroscience Unit) but far
greater investment in such positions is essentile were made aware of the difficulties
encountered by clinical scientists in having prgdaesearch time. Accordingly we recommend
that in addition to appointments at the Pl levehsideration should be given to funding 50% of
the time of a limited number of clinician sciendish training, for limited time periods, so that
they can fully engage in research within the IMMpiveg to bring contemporary molecular and
cellular approaches to the clinical problems beimgestigated in CU as an example. Also
clinicians in IMM would help the basic scientistg identifying the potential clinical relevance of
research. At present we do not believe that thativef clinical material available to the IMM
through the clinical faculty is being utilised te full potential. We also believe that a Pl posit
should be targeted at a systems neuroscientistirtbef this objective and to assemble and
support the groups with research interests in ¢vgriéind behavioural disturbances.
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The BMS Units displayed a range of performance trated from the well developed and
respected (Neuroscience Unit) to the evolving aighlin promising (Cell and Molecular

Neuroscience Unit) to one that is in re-developnf@ntonomic Nervous System Unit) for which
we have provided a suggested restructuring. Ositpwetre uneven across the BMS with high
impact outputs in some areas but weaker outputhars. A strategy of building collaboration
between BMS and CU that can be facilitated by IMHers an attractive model for future

development.

We noted across the Programme that many of the mustessful Pls had developed, or
participated, in established national and inteomati research and clinical networks. This is a
major benefit for the IMM, enhancing its recognitioand reputation nationally and

internationally, and is evidence of the vibrancyha programme.

There was widespread recognition that the IMM ptesi excellent administrative support for Pls
in obtaining FCT grants and in some cases Eurofgating. Membership of the IMM was seen
to enhance the likely success of applications amthinly assisted in attracting and funding good
research students. We consider that the IMM shiowildl on this by providing other services that
could enhance a third stream funding, for exampieical trials and translational funding
opportunities that could accommodate a Clinicaalsrnit.
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Research Funding
Expenditure in 2011 by Funding Source

Total expenditure: 10.237.384,32 €

Research Gran

ECT 29% Research Gran

EC 14%

Research Grants

Special Funds-
Other 6%

HMS/PT
Programme FC
1%

Prizes, Protocols
Donations 3%

Ciéncia/Welcom
Programmes FC
9%

Other 2%

FMUL 16%

Core Funds FC
19%

Number of Ongoing Research Grants in 2011

269 Research Grants
- 105 Public National FCT
- 15 Public Other National
- 29 Public European Commission
- 10 Public Other International
- 95 Private National
- 15 Private International
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Number of Research Grants Initiated at IMM from 2003 to 2011
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25 4 ==@==European Commission
Other International

20 - —t—FCT
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Number of grants initiated at IMM

S o

*
L

2003 2004 2005 2006 2007 2008 2009 2010 2011

Research Funding Initiated in 2011

Research Grants (36)

- 3 European Commission; 5 Other International
- 25 FCT; 3 Other National

Funding Agency reference Title Plat IMM Duration IMM Budget
Supporting and Empowering
Parki tients in their h
EC Sense Park arkinsons patients in their nome J. Ferreira 24 277.440,00
environment using a Novel SEnsory
information system
Evoaltsplice: Survey of tissue-specific M. Carmo
EC PIOF-2010-274037 alternative splicing in vertebrates by Fo.nseca 36 210.446,00
highthroughput sequencing
RNPnet: RNP structure, function and M. Carmo
EC ITN-2011-289007 . . 48 187.017,00
mechanism of action Fonseca
B. Silva
EMBO EMBO Young Investigator 2010 Young Investigator Grant Sanlc\)/s 36 45.000,00
L.
EMBO EMBO Instalation Grant Instalation Grant o 36 150.000,00
Figueiredo
Identificati lecules to treat
Agéncia de en .IfICG '/on.ofmo ecules .o rea A D.
- EUROSTARS_E5553_PARK Parkinson's disease (PD) using a novel . 36 150.395,72
Inovagao, SA . Correia
zebrafish model
Boosting dendritic cell function to V. Oliveira
Bayer HealthCare Bayer facilitate tolerance induction to Martins 24 119.299,22

recombinant clotting factors



Merck Sharp &
Dohme

Merck, S.A.

Abbott
Laboratorios, Lda

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

MISP Study Agreement

Merck

GWAS Abbott

HMSP-1CJ/0003/2010

HMSP-1CS/0004/2011

HMSP-1CT/0021/2010

PTDC/BIA-BCM/111451/2009

PTDC/BIA-BCM/111617/2009

PTDC/BIA-BCM/115864/2009

PTDC/EIA-EIA/111239/2009

PTDC/EIA-EIA/113660/2009

PTDC/QUI-BIQ/112929/2009

PTDC/QUI-BIQ/114774/2009

PTDC/QUI-QUI/115712/2009

PTDC/SAU-BID/115264/2009

PTDC/SAU-GMG/113440/2009

PTDC/SAU-GMG/115652/2009

Modulation of HIV replication and

latency in human CD4 T cells by
regulatory small RNAs

Cancro Rectal-Efeitos Quimioterapia e

Radioterapia

A national genome wide association
study to predict the response to Anti-
TNF treatment in rheumatoid arthritis

N- Terminal of the brain natriuretic

peptide as a biomarker of
cardioembolic stroke

Mechanisms of Invasion and

Progression in Metastatic Bone Disease

and Outcomes in HER2 Positive
Metastatic Breast Cancer

Pathogenesis of Kaposi’s sarcoma

herpesvirus LANA”

Splicing-coupled mechanisms of

chromatin remodeling and their global

role in transcription.

Polyphenols as protective agents in

cellular models of alpha-
synucleinopaties, in particular
Parkinson's disease.

The role of histone H1 in antigenic
variation of African trypanosomes

NEUROCLINOMICS - Understanding
NEUROdegenerative diseases throught
CLINical and OMICS data integration.

RAPS - Reading Analysis with
neuroPhysiological Signals

LIPIDENGUE: The role of hepatic lipid
membranes and lipid droplets in

Dengue virus encapsidation. A
gateway to new therapies

Membrane fusion mechanism of
Influenza Hemagglutinin: a simulation

and biophysical approach
Synthesis, Characterization and
Biological Assessment of Multi-
Functional Bone-Seeking Agents

Notch signalling in the specification
and differentiation of thymic epithelial

cells during embryogenesis

The role of RNA polymerase Il in
splicing regulation

Super-resolution Imaging of Gene
Expression & Nuclear Architecture.
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A. Espada
Sousa

L. Costa

H. Canhdo

C. Fonseca

I. Luis

J. P. Simas

S. Almeida

S. Tenreiro

L.
Figueiredo

A. de
Mendonga

I. Pavao
Martins

M.
Castanho

Castanho

L. Costa

H. Neves

M. Carmo
Fonseca
M.
Mhlanga

24

24

24

24

36

36

36

36

36

24

36

36

36

36

36

36

92.000,00

20.000,00

103.000,00

126.540,00

400.000,00

294.892,00

141.967,00

58.089,00

189.828,00

39.067,00

33.178,00

130.000,00

44.186,00

50.064,00

140.000,00

170.000,00

185.980,00
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FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

FCT

Fund. Calouste
Gulbenkian

PTDC/SAU-IMU/110303/2009

PTDC/SAU-IMU/113541/2009

PTDC/SAU-MIC/109786/2009

PTDC/SAU-MIC/110887/2009

PTDC/SAU-MIC/113225/2009

PTDC/SAU-MIC/113697/2009

PTDC/SAU-NMC/110838/2009

PTDC/SAU-ONC/113202/2009

PTDC/SAU-ORG/113329/2009

PTDC/SAU-ORG/114083/2009

PTDC/SAU-TOX/114424/2009

ReNerve

Role of newly identified genes in in

vivo antigen cross-presentation- A
dependent generation of CTL responses
against tumors

Cellular and molecular requirements in 1.

human Regulatory T cell development  Caramalho
HIV/AIDS: contribute of naive CD4 T A. Espada
cell homeostasis Sousa
Modulation of the cellular

. J. P. Simas
transcription factors NF-kB and MYC
Screening of chromatin factors L
involved in antigenic variation in S
. Figueiredo
Trypanosoma brucei.
Mechanisms of Plasmodium liver
infection: Subverting the host ubiquitin-
/ g AU Luis

proteasome pathway towards an
immune evasion strategy

Modulation of GABAergic transmission A.

in the hippocampus by adenosine Sebastido
Identification of novel regulators of

CK2 with impact on PTEN function in ). Barata
leukemia

Autoregulation in acute stroke I. Rocha

Molecular determinants of microglial
activation and neuronal dysfunction in T. Pais
in vivo models of Parkinson’s disease

Cellular therapy for liver-specific

. . L. Graga
immune suppression

The Contribution of Innervation to
Tissue Repair

A. Jacinto

36

36

36

36

36

36

36

36

24

36

36

36

136.840,00

158.360,00

159.694,00

153.315,00

113.407,00

157.162,00

159.760,00

186.127,00

54.982,00

115.664,00

173.000,00

25.000,00
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Funding Agency Reference Pl at IMM IMM Budget
Active Motif,S.A. Support to seminars on Cromatin L. Figueiredo 600,00
Boehringer Ingelheim, LDA Suppor.t to research qn Anticoagulation after . Ferro 5.000,00
dural sinus thrombosis
Celgene Sociedade Unip., Lda. J. Lacerda 2.500,00
Ciéncia Viva-Agéncia Nacional Ciéncia Viva 2011 N. Santos 1.180,00
Delta Cafés Support to PhD Programm I. Criséstomo 500,00
EMBO Support to seminars L. Figueiredo 5.000,00
Fund. Calouste Gulbenkian Donation for aquisition of Microscope M. Carmo Fonseca 60.000,00
Support to research on Adenosine A2A receptors
FCT and glucocorticoids in age-related hippocampal L. V. Lopes 6.400,00
dysfunctions
GHOP - Grupo Hemato-Oncoldgico Support to research on oncology L. Costa 5.000,00
GlaxoSmithKline Sponsor - course of movement disorders J. Ferreira 15.000,00
Grunenthal S.A. Support to course on botulinic toxin J. Ferreira 15.000,00
Grupo Taper Support to seminars D. Henrique 1.000,00
Laboratérios Pfizer,Lda Support to PhD thesis J. E. Fonseca 2.500,00
Linde Sogas, Lda Support to research M. de Carvalho 3.000,00
Merck Sharp & Dohme Donation for aquisition of Microscope M. Carmo Fonseca 100.000,00
Novartis Farma L. Costa 4.040,00
Novartis Farma support to meeting on Neuromuscular M. de Carvalho 2.000,00
Novartis Farma Support to research S. Constantino 7.000,00
Roche Farmaceutica Quimica support to meeting on Rheumathology J. E. Fonseca 2.700,00
Roche Farmaceutica Quimica Support to seminars on Rheumatology J. E. Fonseca 12.000,00
Roche Farmaceutica Quimica J. Lacerda 5.000,00
Soc. Portuguesa Neurociéncias Organization of the XII SPN Meeting 2011 L. V. Lopes 10.300,00
Sojornal, S.A. Prémio Pessoa 2010 M. Carmo Fonseca 60.000,00
Stab vida Support to PhD Programm . Criséstomo 500,00
University of Glasgow Fellowship Award L. Mancio 70.000,00
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Number of Applications and Funding Secured from 208 to 2011

Number of Proposals

International Applications National Applications
» 160
140
" 120
Funds Secured (€) E:
—e— Submitted g 100 +
Au m Z g‘ Funds Secured (€)
pprove T 80 —&— Submitted
o
r S —@— Approved
2 60+
L £
3
“ a0
[ = -/. 7 6.511.103
1.170.472 2.140.242 876.087 [ 20 A 4.069.529
: : : 645.603
0 . . .
2008 2009 2010 2011 2008 2009 2010 2011

Figure.1 Number of total proposals submitted, number of raped applications, and amount of
competitive funding secured by IMM researchers esiB008, for international and national funding. The
data relies on the registration of the funding egapilons received by the Communication and T rairimig
(researchers are not obliged to inform the Ucommtiey submit a grant, thus this data may under
represent the real number of IMM submissions). Bsafs are displayed according to date of submission
funds secured correspond to the sum of the appréwettiets for the IMM. Note that the national
applications graph contains data from one FCT pal year since 2009, despite the 2008 and 2009
deadlines were both in 2009. The total funding sstuinternational and national) by the IMM was
€1,815,000 in 2008, €8,651,000 in 2009 and €4,®4bduro in 2010.

Diversity of Funding Sources of IMM applications from 2008 to 2011

35
[%]
(]
€30
<
o
[%2]
o 25
c
<
5 201
=
£ 15
= =—¢— [nternational
o
5 101 —o—National
3
£ 2
=}
=2
0
2008 2009 2010 2011

Figure 2. Diversity of funding sources since 2008 of IMM #pations to international and national
funding. Proposals were registered according te dasubmission.
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In 2011, IMM researchers have submitted grantBedallowing funding schemes:

International National

Public

Public

FP7 Marie Curie Actions

FP7 Cooperation Programmeélealtt

FP7 Cooperation ProgramméGT

FP7 IMI

FP7 European Research Cou

FP7 Othe

European Science Foundal

European Molecular Biology Oorganizat
Federation of European Biochemical Socit
Human Frontier Science Progr
L'Agence Nationale de la Recherche, Fri
National Institutes of Health, U¢
FEBS/EMBO Women in Science Aw
Nakasone/HFSP Awa

Private

FCT Projects in All Scieitibomains
FCT Harvard Medical Schodtertugal Programn
FCT Coordenagao Nacional para a Infecgéd/Sida
FCT Fundo de Apoio a Comunidade Ciénti
Ciéncia Vive

Private

Axa Research Ful

Alzheimer Associatio

Baxter Foundatic

Boehringer Ingelheim Fonds
European Calcified Tissue Soci
Ernst Schering Foundati
Howard Hughes Medical Institt
National Blood Foundation, L
Parkinson Disease Cani
Servier/International Osteoporosis Founde
Bayer Hemophili
EFSD/NovoNordisk

Exicor

Merck Sharp & Dohm

Pfizel

The Company of Biologists
Tahio Pharm

Tcl Expressio

Fundacéo C. Gulbenkie- Programede Estimulo a Investigag
Liga Port. Contra o Cancro / Terry F
Abbot
Boheringer
Ecbic
GlaxoSmithKline
Hematoncoldgic
Linde
Merck
Novartis
Pfizel
Sociedade Portuguesa Neurociér

Prémio B. Manuel Mell

Prémio Gulbenkia

Prémio Jansen Neurociéncias
Prémio Pfize

Prémio Ned:

Prémio Medalhas de Honra L'Or
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2011 IMM Activities Highlights

People in 2011

PhD Holders: 210

Total: 534
Productivity at a glance
Publications International Journals 287
...in journals with an impact factor higher than 10 23
...in journals with an impact factor betwee~ 1C 58
Book/Book Chapters International 51
Communications in International Conferences 316
Communications in National Conferences 267
Seminars and Invited Lectu 316
Organization of Conferenc 92
Prizes 42
PhD Thesis 22
Master Thesis 68

Selection of Prizes and Awards

Pfizer Award on Clinical Research 2011
Daniel Ribeiro, Nadia Correia, Bruno Cardoso, Leddarmento and JodoBarata

Pfizer Award on Basic Research 2011
Sérgio de Almeida

Grand Challenges Bill & Melinda Gates Foundation
Jodo Gongalves

Discovery Early Career Research Award (Australian Rsearch Council)
Soénia Henriques

NEDAI Prize in Autoimmunity Research 2011
Joana Duarte, Ana Agua-Doce, Jodo Eurico Fonska#seGraca

Basic Research Prize 2011 (Portuguese Society oftHan Genetics)
Martins M, Rosa A, Guedes LC, Fonseca BV, Gotova¥iklante S, Mestre T, Coelho M, Rosa
MM, Martin ER, Vance JM, Outeiro TF, Wang L, BorakeF, Ferreira JJ, Oliveira SA.

1* Prize from Liga Portuguesa Contra a Epilepsia 2011
Costa J, Fareleira F, Ascencéo R, Borges M, Santpaitaz Carneiro A
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IMM Publications in International Journals
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10 Most Cited Articles 2002-2011

Emre M; Aarsland D; Brown R; et al. (Sampaio C) (2D Clinical diagnostic criteria for
dementia associated with Parkinson's disdslexement Disorder22 (12), 1689-1707 (Times
cited: 245) (Journal IF: 4.48)

Di Fonzo A; Rohe CF; Ferreira RJ; et al. (Sampa3idtalian Parkinson Genetics Network (2005)
A frequent LRRK2 gene mutation associated with sonteal dominant Parkinson's disease.
Lancet 365(9457), 412-415 (Times cited: 227) (Journal IF.633

Sousa AE; Carneiro J; Meier-Schellersheim M; ef2@b2) CD4 T cell depletion is linked
directly to immune activation in the pathogenegisit/-1 and HIV-2 but only indirectly to the
viral load.Journal of Immunologyl69 (6), 3400-3406 (Times cited: 219) (Journal IF:43.7

Ribeiro JA; Sebastiao AM; de Mendonca A (2002) Amkene receptors in the nervous system:
pathophysiological implication®rogress in Neurobiology68 (6), 377-392 (Times cited: 199)
(Journal IF: 9.97)

Duarte A; Hirashima M; Benedito R; et al. (Henridde(2004) Dosage-sensitive requirement for
mouse D114 in artery developmefiienes & Developmenl8 (20), 2474-2478 (Times cited:
181) (Journal IF: 13.89)

Healy G.; Falchi M; O'Sullivan S.; et al. (Ferrela(Int LRRK2 Consortium) (2008) Phenotype,
genotype, and worldwide genetic penetrance of LRREsbciated Parkinson's disease: a case-
control studyLancet Neurology7 (7), 583-590 (Times cited: 162) (Journal IF: 2).66

Santos NC; Figueira-Coelho J; Martins-Silva J; Bf2603) Multidisciplinary utilization of
dimethyl sulfoxide: pharmacological, cellular, andnolecular aspects. Biochemical
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Seminars and Workshops

IMM Seminars

17-01-2011

Jorge H. Leitdo, Instituto Superior Técnico

Burkholderia cepacia complex: a group of pathogendowed with a wide range of virulence
determinants

(PFMA)

31-01-2011

Roland Liblau, Directeur du Centre de Physiopathologie de Towo®sirpan INSERM
UMR1043 - CNRS UMR5282 - Université Toulouse Il

CNS inflammation: learning from animal models

07-02-2011
Eleonora Kurtenbach, Universidade Federal do Rio de Janeiro
Looking for functional domains involved in the Psikfensin antifungal activity

14-02-2011
Bruno Silva-Santos IMM
From thymic differentiation to killing tumors: hogamma-delta T lymphocytes do it

28-02-2011
Robert A. S. Ariéns University of Leeds, UK
Ultrastructure of the Fibrin Clot and its Physioliagl Regulation

07-03-2011
Maria Mota, IMM
Is Plasmodium detected by the host during the tdiegr stage?

14-03-2011
Kent Golic, University of Utah, U.S.A.
New beginnings at chromosome ends

21-03-2011
Henrique Veiga-Fernandes MM
Regulation of haematopoietic cell functions by o&wphic factors

28-03-2011
Joao Barata IMM
A foe for a friend: IL-7-mediated signaling in THdeukemia

04-04-2011
Luis Graga, IMM
Reprogramming the immune system towards tolerance
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03-05-2011

Hans Peter Peters

Societal contextualization of neuroscience by pubdimmunication: a research agenda and first
results

09-05-2011
Vineet Gupta, University of Miami
Modulation of Inflammatory Injury with novel integMac-1 agonists

16-05-2011
Helena Soareslnstitute Pasteur
HIV-1 disrupts TCR signal amplification at immurgilkcal synapse

23-05-2011
Matthias Marti , Harvard School of Public Health
The biology of malaria transmission as a basisifieervention strategies

30-05-2011
David Lominadze, Health Sciences Center, University of LouisvilllSA
Fibrinogen and remodeling of vascular wall

06-06-2011
Domingos Henrique IMM
What's all this noise?

20-06-2011
Carmo-Fonseca MM
Imaging splicing in living cells with single-moldeprecision

27-06-2011
Ana Espada de SousdMM
Reversible and irreversible damage in HIV/AIDSstass from HIV-2

04-07-2011
Miguel Prudencio, IMM
Plasmodium infection: host factors, parasite molesuand anti-malarial interventions

11-07-2011
Miguel Soares,|IGC
Tissue damage control is a central component iesteblishment of host tolerance to infection

18-07-2011
Stefan Kaufmann, MPI, Berlin
Vaccine and Biomarker Design for Tuberculosis

IMM Monday Lectures

12-09-2011
Jodo Lobo Antunes IMM
Egas Moniz - an unlikely scientist
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26-09-2011

Jacques van DongenErasmus University Rotterdam

Normal, malignant and deficient lymphoid differatitin: From research to diagnostic patient
care

10-10-2011
Piet Borst, NKI, Amsterdam, NL
Essential role for an unusual DNA modification iartscription in Leishmania

17-10-2011
Jannie Borst, NKI Amsterdam, NL
Shaping effector and memory CD8 T cell respons@\y(receptor) family members

24-10-2011
Claudio Sunkel, IBMC, Porto
Maintaining genomic stability through cell division

07-11-2011
David Andreu, Univ. Pompeu Fabra, Barcelona, Spain
From antimicrobial proteins to peptides; small isdutiful

14-11-2011
Jorge PachecpATP-Group (U. Lisboa) & Dep. Matemética e Aplidas (U.Minho)
If cells play dice, can we gamble our way of outaricer?

21-11-2011

Detlev Boison Portland, Oregon, USA

Homeostatic bioenergetic network regulation: towsia new philosophy to understand and to
treat neurological disorders

28-11-2011
Alexandre Carmo, IBMC, Porto
Receptor-mediated signaling inhibition at the oret cell activation

12-12-2011
Jon Clardy, Harvard Medical School
Bacterial symbiosis and the discovery of new drugs

Oncology Series

24-01-2011

Michael Rogers Bone & Musculoskeletal Research Programme Institi Medical Sciences
University of Aberdeen

Bisphosphonate drugs: mechanisms of action in bdiseases and potential anti-tumour
properties

05-05-2011

Robert J. Motzer, Genitourinary Oncology Service, Memorial Sloanikgng Cancer Center,
USA

Targeted Therapy for Advanced Renal Cell Carcinoma
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27-10-2011
Chair: Luis Costa| Co-chairJosé Passos Coelho
Triple Negative Breast Cancer

IMM Rheumatoloqgy Series

18-11-2011
Geraldine Cambridge, University College London
Rheumatoid Arthritis: Even more BAFF-ling than Wweught

13-12-2011

Yrj6 Kontinnen , Helsinki University
The Macrophage

Hans Carlsten Goteborg University
Estrogen and Arthritis

e-Pl Seminar

05-01-2011
Elio Sucena IGC
An evo-devo look into arthropod immunity

19-01-2011
Jodo RelvasIBMC
Myelin: ROCK and Rholl in the nervous system

02-02-2011
Ana Ferreira, IGC
Sickle Hemoglobin Confers Tolerance to Plasmodiuofi@ction

16-02-2011
Isabel Gordo, IGC
Rapid microbial adaptation to escape the sentinéisnate immunity

02-03-2011
Julia Costa, ITOB
Protein glycosylation: implications in neuroscienand cancer

30-03-2011
Hélder Maiato, IBMC
How to make a precise chromosome segregation machin

13-04-2011
Henrique Teotdnio, IGC
The genetic basis of adaptation in experimental€gans populations

27-04-2011

Jodo Rodrigues ITQB

Trypanosome Functional Glycomics: targeting thel seirface molecules responsible for the
African sleeping sickness parasite survival anddtifrity
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11-05-2011
Margardia Amaral, FCUL
From siRNA Screens to Drugs: llluminating the GelUnderstand Cystic Fibrosis

08-06-2011
Rodrigo Cunha, CNC
Caffeine: a normalyser of brain function? - Behayrcuits and receptors

22-06-2011
Carlos Ribeiro, CNP
Molecular and neuronal control of food choice ind3ophila

06-07-2011
José Belg UAIg
Control of Nodal signaling in development and di&sea

20-07-2011
Fatima Martel, FMUP
Intestinal transport of some bioactive compoundghpphysiological relevance

IMM Wednesday Lecture

19-10-2011

Jodo Barata IMM

Dr Jekyll and Mr Hyde Or Mistaking a foe for a fnd: IL-7-mediated signaling in T-cell
leukemia (take 2)

02-11-2011
Sérgio Almeida IMM
Chromatin regulation during RNA Pol |l transcriptio

16-11-2011
Antoénio Jacinto, IMM
How epithelia respond to a crisis

30-11-2011
Luis Moita, IMM
Sepsis: new uses for old drugs

14-12-2011
Alexandre Mendoncg IMM
Prodromal Alzheimer's Disease

Pizza Seminars

18-01-2011

Carolina Moreira, IMM

Drosophila haemocyte migration

Marta Ribeiro, IMM

Pin-pointing Pain: Biophysics and Kyotorphin pegsdn Analgesia
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01-02-2011

Alice Meldo, IMM

Exploring the role of IL-7 and CK2 in T-cell acuyenphoblastic leukemia
Daniel Silva, IMM

Computer Modeling to predict and optimize E.Colo@th

15-02-2011

Elsa Abranches IMM

Into the heart of stemness

Catarina Ramos IMM

Notch ligands and the regulation of spinal cord rgenesis- Two is company, three is a crowd

01-03-2011

Marco Antunes, IMM

Drosophila wound healing

Joana Tatg IMM

Effects of chemotherapy and radiotherapy in rectahcer: significance of different cellular
outcomes in tumour behaviour

15-03-2011

Joana Xavier, IMM

Association of mitochondrial polymorphism m.709G»i¢h Behcet's disease

Rita Mateus, IMM

Size-control regulation during zebrafish caudal fageneration: a chemical screen approach

29-03-2011

Pedro Pereirg IMM

EZH2: a regulator of chromatin structure in the pesmise to topoisomerase-mediated DNA
lesions

Elisabete Martins, IMM

Molecular characterization of Streptococcus agaketsolates responsible for neonatal invasive
infections in the Barcelona area

12-04-2011

Telma Lanca IMM

Understanding the dual role of murine gammadeltzells in tumour immune surveillance
Maurice Itoe, IMM

The role of host cell lipids during Plasmodium tiggage infection

26-04-2011
Miguel Prudéncio, IMM
The malaria parasite: getting in and out of theteys

10-05-2011

Cristina Silva, IMM

Impact of different peptide-MHC/TCR affinities iD& T cell control of
gammaherpesvirus latency

Vera Geraldes IMM

Genetic modification of neural sympathetic regitmsontrol hypertension chronically
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24-05-2011

Diogo Rombqg IMM

Synapse-specific modulation of inhibitory signalinghe hippocampus

Nadia Correia, IMM

The role of reciprocal regulation between TAL1 amiRNA expression in T-cell leukemia
progression

07-06-2011

Rita Cascédq IMM

The role of inflammasome in the initiation and p@tion of Rheumatoid arthritis
Elisa Bassg IMM

Insight into the role of alpha-synuclein phosphatign

21-06-2011

Sofia Ferreira, IMM

Adenosine A1R-A2AR heteromers modulate GAT-1- afA@i-Zamediated GABA uptake by
astrocytes

Elisa Bassq IMM

Insight into the role of alpha-synuclein phosphatign in Parkinson's disease

20-09-2011

Ana Agua-Doce, IMM

Adjuvant can facilitate induction of therapeutideimnce to recombinant factor VIII in a mouse
model of hemophilia

Patricia Inacio, IMM

Not yet supplied

04-10-2011
Federico Herrera, IMM
Genetic and pharmacological modifiers of huntingtiigomerization andoxicity

25-10-2011

Joana Monteiro, IMM

Dynamic extracellular proton fluxes during fin reggation in Zebrafish
Susana GoncgalvesMM

Modifying alpha-synuclein dimerization in livinglise

08-11-2011

Joéo Freire, IMM

Challenging the Viral Fusion "Dogma". Insights Fradengue Virus Capsid Protein Studies
Inés Perpétuq IMM

Differences in osteoclastic activity between rhetadaarthritis and ankylosing spondylitis - a
project overview

22-11-2011

Sandra Jacintg IMM

The role of nuclear-encoded gene MPV17 in mtDNAtaaance
Ricardo Fernandes IMM

About bronchiolitis, clinical trials and meta-analg
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06-12-2011

Ghislain Cabal, IMM

Plasmodium parasite scavenges host cell lipid drsplto complete malaria liver stage
development

20-12-2011

Sofia de Oliveira, IMM

Role of CXCL8 chemakines in zebrafish neuthophbilitment uporwounding
Frederico Couto, Instituto de Medicina Molecular

Is depression a risk factor for dementia?

Immunology Clubs

13-01-2011
Manuela Ferreira, IMM
Retinoic Acid in Enteric Lymphoid Organogenesis

20-01-2011

Carmen Penidq Fundag&o Oswaldo Cruz, Rio de Janeiro, Brazil

Gamma delta T lymphocyte migration during inflamorat involvement of CCL2/CCR2 and
leukotriene B4/BLT1

03-02-2011
Catarina Almeida, IMM
The plasticity of NKT cells

10-02-2011
Rita Moura, IMM
B cell gene expression analysis in untreated varlyd&kheumatoid Arthritis patients

17-02-2011

Ana Girio, IMM

Intracellular Reactive Oxygen Species are esserfial PISK/Akt/mTOR-dependent IL-7-
mediated viability of T-cell Acute Lymphoblastizkemia Cells

24-02-2011
Ana Neves CostalMM
A role for the epigenetic regulator TET1 in innatenune responses

03-03-2011
Iris Caramalho, IMM
Investigating tools to increase the human regubafbicell compartment

10-03-2011
Diogo Pereira IMM
Role of RET tyrosine kinase in haematopoiesis

24-03-2011
Rita Azevedq IMM e Division of Infection & Immunity, UCL
The role of IL-7 in the homeostasis of human naine memory CD4 T cell subsets
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07-04-2011
Bruno Silva-Santos IMM
Conference Report: World Immune regulation Meeting

14-04-2011
Marta Caridade, IMM
What mathematics teaches about CD4 T cells

05-05-2011
Rita Cascéq IMM
Gambogic acid and celastrol are two powerful anflammatory drugs in arthritis

12-05-2011
Gleb Turchinovich, IMM
Transcriptional control ofid T cell selection

19-05-2011
Magdalena Niedzielska Friedrich-Alexander University of Erlangen-Nureang, Germany
DUSPs — from MAPK regulation to influence on thenume response

02-06-2011
Ana Agua-Doce and Vanessa OliveirdMM
Enhancing tolerogenic antibodies to prevent Faattt inhibitors

16-06-2011
Alice Melao, IMM
Exploring the role of IL-7 and CK2 in T-cell acuyenphoblastic leukemia

30-06-2011
Jérémie Decalf IMM
Gammaherpesviruses and their influence on B cells

07-07-2011
Andreia J. Amaral, IMM
Small Non-Coding RNAs in CD4 T cell activation améHlV defence

14-07-2011
Angela Afonsq IMM
Biobank-IMM - An Overview

06-10-2011
Manuela Ferreira, IMM
LTi differentiation depends on retinoic acid foetformation of Peyer’s patches

13-10-2011
Rita Cascag IMM
Celastrol: a potential new drug for RA

20-10-2011
Margarida Gomes, IMM
Activation of PI3K/Akt pathway in Acute Lymphohtateukemia
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27-10-2011
Rita Moura, IMM
The role of B cells in the early phase of Rheurdadathritis

24-11-2011
Ana Neves-CostalMM
Regulation of Inflammatory Responses by TET1

Neuroscience Seminars

03-01-2011
Rita Almeida, Institut D'Investigacions Biomeédiques August Biinyer, Barcelona
Capacity and precision limitations of visual-sp&tieorking memory

10-01-2011
Luis Pereira de Almeida Faculdade Farmécia da Universidade de Coimbra
Modifying neurodegeneration in Machado-Joseph disea

17-01-2011

Joaquim Jacoh IMM

GABA Uptake and Calcium Signaling in Primary Cutsirof Astrocytes: The Role of P2Y
Receptors

24-01-2011

Rita Aroeira, IMM

Age-related changes of glycine receptor at thehippocampus: from
the embryo to the adult

31-01-2011

André Santos IMM

Chronic blockade of adenosine A2A receptor impé#is facilitatory effect of Brain-derived
neurotrophic factor upon hippocampal LTP

07-02-2011

Ruben GongalvesIMM

The Neuroprotective Effect of BDNF in DNA Oxidatidamage in Cultured Rat Cortical
Neurons by Comet Assay

14-02-2011
Diogo Rombqg IMM
Synapse-specific purinergic signalling in the lipampus

21-02-2011

Christine Gall, Gillespie Neurosci. Res. Facility, University@élifornia Irvine
Synaptic modulators, actin remodeling, and memonsolidation

28-02-2011 11:00 - 12:00

Julia Pinho, IMM

Effect of memantine in aging: impact on hippocarbejsendeninemory
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14-03-2011
Susana RamosFaculdade de Ciéncias e Tecnologia, Universidéma
Vanadium-actin interactions: effects on protein gibjogical function and structure

21-03-2011
Judith Pratt, Strathclyde Institute of Pharmacy and Biomed®gi| University Strathclyde
Glutamate dysfunction in schizophrenia: from prafed cortex to disruptedetworks

28-03-2011
Elisa Bassg IMM
Insight into the role of alpha-synuclein phosphatign

04-04-2011
Raquel Dias IMM
Journal Club: Erythropoietin enhances hippocampaid-term potentiation and memory

11-04-2011
Carlos Neves Instituto de Fisiologia, Clinica Uiniversitaria dftalmologia
The role of autonomic nervous system in ocular lgmamics and pupillar function

18-04-2011
Susana Gonc¢alvesMM
Genetic modifiers of alpha-synuclein oligomerizatio

02-05-2011

Sandra H Vaz, IMM

Modulation of cholinergic neurotransmission by dopae-galanin receptors in the rat ventral
hippocampus

09-05-2011
Teresa Pais IMM
Sirtuins: a novel link between neuroinflammatiorn aieurodegeneration

16-05-2011
Mariana Oliveira, IMM
Molecular mechanisms underlying TrkB/A2A crosstalk

23-05-2011
Ana Correia, IMM
Zebrafish: a model system to study pain and Padkirslisease

30-05-2011
Adelaide Fernandes Faculdade de Farmacia da Universidade de Lisboa
Alterations is neuritic circuitry and myelinogerngsi a common neonatal pathological condition

06-06-2011
Paula Pousinha IMM
Brain awarensss week 2011: report
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20-06-2011
Patricia Guerreiro, IMM
LRRK2 and alpha-synuclein: intersecting pathwaythapathogenesis of Parkinson's disease

27-06-2011
Oldriska Marques, IMM
The role of alpha-synuclein in microglia activation

04-07-2011
Mariana Pereira, Universidade Federal Fluminense, Brasil
Expression and localization of adenosine recepitorsvian retinal cells

11-07-2011
Hugo Miranda, IMM
Methylglyoxal glycation effects on alpha-synuckejgregation

18-07-2011
Zrinka Marijanovic-Vultos , IMM
Autophagy in neurodegeneration

25-07-2011 11:00 - 12:00

Claudia Valente, IMM

Mapping glycine receptor and glycine transportersultured cortical
Astrocytes

12-09-2011
Luisa Lopes IMM
Journal Club

26-09-2011 11:00 - 12:00
Tiago Maia, Instituto de Fisiologia
The catecholamines in cognition and in psychialisorders

03-10-2011
Rita Oliveira, IMM
Sirt2: Crossing the bridge between ageing and neéeigeneration

10-10-2011

Mariana Rocha, IMM

Is the neuromuscular transmission in the SOD1G93éema model of Amyotrophic Lateral
Sclerosis, compromised? What is the role of aderdsi those mice?

17-10-2011
Andreia Silva, IMM
Calcium signalling modulation in astrocytes by adsine receptors

24-10-2011
Sandra Jacintg IMM
The role of nuclear-encoded gene MPV17 in mtDNAtaaance
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31-10-2011
Rosa Chitolina Schetinger Universidade Federal de Santa Maria, Brasil
Diabetes and ectonucleotidases in humans and ewxpatal models

07-11-2011
Angela Wyse Universidade Federal do Rio Grande do Sul, Brasil
Toxicidade da homocisteina e possiveis estratélfiggotecdo

14-11-2011
Ana Filipa Ribeiro, IMM
The role of adenosine A2A receptor on neuronal routth

21-11-2011
Federico Herrera, IMM
Protein quality control systems in health and disea

28-11-2011
Jana Sarkander, IMM
SIRT2 in neuronal differentiation

05-12-2011
Jorge Valadas IMM
Adenosine A2A receptors overexpression in ratsceffon memory

12-12-2011
Sueli Marques IMM
Chromatin remodeling in Alzheimer's disease

19-12-2011
Cecilia Gotti, Institute of Neuroscience, National Research Cibarfi Italy
New tools to study the role of native brain alplataining nicotinic receptor subtypes

Bone Club

03-05-2011
Joana Lopes IMM
Osteoblasts: to build or not to build

14-06-2011

Sandra Casimiro, Clinical and Translational Oncology Research UM RANK-RANKL
Signaling Pathway Plays a Direct Role in the Tur@ampartment of Bone Metastases. A new
window for anti-tumor therapeutics?

05-07-2011
Gabriel Miltényi , Genomed
FGFR gene related bone dysplasias from the persgest human genetics
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Lisbon Area Neuroscience Meetings

19-01-2011

Marcia M. Aranha, Research Institute for Medicines and Pharmacauficiences, University of
Lisbon

MiR-34a as a new player of neuronal differentiation

Hugo M. Botelho, ITQB, Universidade Nova de Lisboa

Ag fibrils and metal ions modulate S100 amyloidogene®vel players in neurodegeneration?

16-02-2011

Alexandre de Mendon¢ca MM

The beginning of Alzheimer’s disease

Joaquim Ferreira, IMM

Disability milestones in Parkinson’s disease: wieslly matters to the patients?

23-03-2011

Diogo S. Castrg Molecular Neurobiology, IGC

Transcriptional Control of Vertebrate Neurogenesis

Megan Carey, Champalimaud Neuroscience Programme, Champalin@eadtre for the
Unknown

Endocannabinoid regulation of synaptic plasticitytiie cerebellum

20-04-2011

Rita Aroeira, IMM

Temporal characterization of glycine receptor int ippocampus
Zrinka Marijanovic-Vultos , IMM

The role of autophagy in prion diseases

18-05-2011

Maria Luisa Vasconcelos Champalimaud Neuroscience Programme, IGC
In search of the circuits of female fly courtshghhvior

Sandra Tenreiro, IMM

Simple is good: Yeast as amodel to study Parkissdisease

22-06-2011

Sandra Morais Cardosq Faculdade de Medicina e Centro de NeurociéncBislegia Celular,
Universidade de Coimbra

Mitochondria breathe for autophagy

Michael Orger, Champalimaud Neuroscience Programme, Champalin@edtre for the
Unknown

Revealing neural circuits underlying visually guideehaviour in zebrafish

19-10-2011

Jodo TS FernandeslIST, INESC-Microsistemas e Nanotecnologias

Microfluidics in cell culture for neurosciences

Joana Coelhg Neuropharmacology laboratory, Boston Universitedital School, Boston,
Massachusetts, USA

The role of cellular localization of A2A adenosheeeptors in psychostimulation
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16-11-2011

Fabio Marques Simdes de SouzdMM

Electrophysiological recording and computationaldeting of the olfactory system

Sara Xapelli, CNBC and IMM

Type 1 cannabinoid receptor (CB1R) activation pregameurogenesis in murine subventricular
zone cell cultures

14-12-2011

Diogo Rombqg IMM

Tuning inhibition with adenosine: synaptic vs estnaaptic responses

Ricardo M. Santos, Redox Biology in Health and Disease Group, QefateNeuroscience and
Cell Biology, University of Coimbra

Nitric oxide production, diffusion and inactivatioim the rat brain: in vivo studies using
microelectrodes

Other

05-01-2011
José Santos Victor Instituto Superior Técnico
Reciprocal inputs between Neuroscience and Robotics

05-01-2011
Helder Coelhg Faculdade de Ciéncias, Universidade de Lisboa
Inteligéncia Artificial

13-01-2011
Michael Swash The Royal London Hospital
How should we approach ALS?

01-02-2011
Alain Le Moine, Brussels
Transplantation: Relationships between Tregs, Ilahd Th17 alloreactivity

04-02-2011

Sara Xapelli, Center for Neuroscience and Cell Biology, Uniitgref Coimbra

Type 1 cannabinoid receptor (CB1R) activation prsoneuronal differentiation in murine
subventricular zone cell cultures

08-02-2011
Helene Dujardin, Application Scientist, Celeza GmbH
Flow cytometry analysis with FlowJo

15-03-2011
Cees Kallenberg University Medical Center, Groningen, Holand
Vasculitis: turning complexity into simplicity

15-03-2011

Michéle Crozatier, Centre de Biologie du Développement, Universé&d dulouse, France
Control of the size of the Drosophila hematopoigtiche by Dpp/BMP signaling reveals new
parallels with mammals
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16-03-2011
Steve RussellUniversity of Cambridge, UK
Transcription and Chromatin Architecture: a Viewifn the Fly Genome

18-03-2011
Nobert Perrimon, Harvard Medical School, USA
Physiological and Regenerative Homeostasis in Oubda

23-03-2011
Jonathon Blake Gene Core Facility, EMBL, HD
Next Generation Sequencing, from Sequence Productiwards Human Genetics

24-03-2011
Rob Pinnock, Merck Sharp & Dohme, UK
What is big pharma looking for?

25-03-2011
Patricio Soares da SilvaBial, Portugal
Development of anti-epileptic eslicarbazepine ateeta

29-03-2011
Ajay Chitnis, NIH, Bethesda, USA
Why does loss of Notch signaling affect lateragélmorphogenesis?

31-03-2011
Tristan Rodriguez, MRC CSC, UK
Dissecting the pathways underlying neuronal spetiibn in mammals

01-04-2011
Ana Pombag MRC Clinical Sciences Centre, London, UK
Gene regulation by Polycomb repressor complex&Sirells

05-04-2011
Arne Akbar , Division of Infection and Immunity, University Gege London
Decreased immunosurveillance in the skin duringrage

07-04-2011

Irina Budunova, Associate Professor, Departments of Dermatolagly @rology, Northwestern
University, Chicago, IL, USA

Novel approach to prostate cancer treatment viteddhtial regulation of steroid receptors

20-05-2011
Dave Barry, Wellcome Trust Centre for Molecular ParasitoloGjasgow, Scotland
Systems biology of trypanosome antigenic variation

31-05-2011
Miguel Maroto, Dundee University
Mechanisms controlling segmentation during embryalgivelopment
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08-06-2011
Li Tang, BGI-Europe
Next Generation Sequencing on Human Disease Rdsearc

30-06-2011
Brian G. Spratt, Imperial College London
Web applications for MLST, population genomics field epidemiology

07-09-2011
Pedro Beltrao, University of California San Francisco
Evolution of cellular networks: from interactiors phenotypes

06-10-2011

Paolo Ghiag Universita Vita-Salute San Raffaele, Milano
When a lot becomes too much: the tale of Chronioghocytic
Leukemia

14-10-2011
Javier Martinez, Institute of Molecular Biotechnology, Vienna, Atia
The RNAI revolution

14-10-2011

Marcos Malumbres, Grupo de division celular y cancer, Centro Naalote Investigaciones
Oncoldgicas, Madrid, Spain

Control of cell proliferation and tumor growth byictoRNAs

21-10-2011

Clare M. Waterman, Director, Cell Biology and Physiology Center, idatal Heart, Lung and
Blood Institute, National Institutes of Health, USA

Integrating Actin dynamics with Adhesion in Cellgkéition

08-11-2011

Steve RenshawMRC Centre for Developmental and Biomedical Geseand Department of
Infection and Immunity, University of Sheffield, UK

Understanding neutrophilic inflammation: what wendaarn from zebrafish models

15-11-2011

Claudia G. Almeida, Laboratory of Morphogenesis and Intracellular nalgng, CNRS
UMR144, Institute Curie, Paris

How does intracellular trafficking contribute toum@nal (dys)function?

23-11-2011
Klaus Ley, Division of Inflammation Biology of La Jolla Irngite Allergy Immunology
New mechanisms of neutrophil adhesion under shear

07-12-2011

Edward Feil, University of Bath, UK

The micro-evolution and transmission of bacteriathpgens as revealed by next-generation
sequencing
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29-12-2011
Pedro Moreira, EMBL-Monterotondo
Implementation of Transgenic Technology at EMBL-tdmtondo

Courses

02-02-2011
Miguel Prudéncio, IMM
Training Course: IMM BSL3 Facility

28- 03-2011 - 01- 04-2011
Joana Almeida IMM
Course on Animal Experimentation

24- 25-02-2011
Margarida Trindade , IMM and Sheila Vidal, IGC
CAML Advanced Course: Preparing for research: theng environment

28-02-2011
Nuno C. Santos IMM
CAML Advanced Course: Nanomedicine

09-10-03-2011
Francisco Enguita IMM
CAML Advanced Course: Get the best from your sempgen

17-02-2011
Joé&o Lobo Antunes IMM
CAML Advanced Course: Scientific integrity

23-03-2011 - 13-04-2011
Antonio Gouveia de Oliveira
CAML Advanced Course: Biostatistics

24-25-03-2011

Miguel Castanhg IMM

CAML Advanced Course: Improving technology trandfem academia in translational
medicine

21-05-2011

Joaquim Ferreira, IMM

Il Teaching Course in Movement Disorders of theumdingical Clinical Research Unit
Institutode Medicina Molecular

30-05-2011 - 01-06-2011
Inés Crisdstomq Margarida Trindade andMarta Agostinho, IMM
CAML Advanced Course: Launching your research aaree

13-14-10-2011
Francisco Enguita IMM
CAML Advanced Course | Small RNAs in cell biology human disease
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17-11-2011

Communication and Training Unit, IMM

Training course on communicating science in theimetbr post
docs and Pls

05- 06-12-2011
José Ring IMM
CAML Advanced Course: Biolmaging Nano Course orrddimopy

Workshops

16-05-2011
Workshop: Applying for funding from the Health APbgramme

04-09-2011
Workshop Emerging Tools in Quantitative Fluoreseellicroscopy for Systems Biology

14-10-2011
Workshop em Estimulacdo Magnética Transcraniana{EM

11-11-2011
Primeiro Seminario Luso-Afro-Brasileiro sobre Pahlite e Sindrome Pds-Poliomielite
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IMM Advanced Training
The Advanced Training Programme has the suppdBager

The IMM is strongly committed to Advanced TrainimgBiomedicine, in particular through the
Lisbon Academic Medical Centre Doctoral Programme.

Team

Director: Miguel Carneiro de Moura, MD, PhD
Executive Coordinator: Inés Crisdstomo, PhD

Scientific Consultants: Anténio Jacinto, PhD
Ana Espada de Sousa, MD, PhD
Isabel Pavdao Martins, MD, PhD

IMM recruits every year highly motivated students join one of the three IMM research
programmes: Cell & Developmental Biology, Immunglogk Infectious Diseases and
Neurosciences. IMM’s mission is to enable theséesits to be able to carry out independent,
original and scientifically significant researchdeébecome critical thinkers.

IMM co-organizes thd.isbon Academic Medical Centre Doctoral Programme a joint PhD
Programme between IMM, Faculdade de Medicina dardéssidade de Lisboa (FMUL) and the
Santa Maria University Hospital (HSM-CHLN). Thisoggramme focus on the excellence of the
research proposals, and features a flexible andulaodraining component. The CAML PhD
Programme, seeks to promote new questions at ttsideeand take them to the lab. And
reciprocally bridge questions from the lab to tiiaic. By bringing together clinical and non-
clinical researchers the program fosters new coitdive approaches and a more effective
communication among fundamental and clinical ingesors.

Advanced Training in numbers
111 PhD Students7Q Students registered in the CAML Doctoral Progratnme
83 out of the 111PhD students have individual fellowships

71 Fundacédo para a Ciéncia e Tecnologia

1 Axa Research Fund

2 Marie Curie Initial Training Network

2 MD-PhD/ Fundacao para a Ciéncia e TecnologResident-PhD)

4 Programa de Formacao Médica Avancada (FCG;FC;FCTiisiaude)
1 Harvard Medical School-Portugal ProgramJunior Award

2 IMM

21 out of the 111PhD students are MDs
15 MDs doing their PhD training in part-time

New PhD Students

Ana Filipa Ribeiro, Ana Londral, Ana Pena, Ana Rgdes, Augusto Ministro, Bruno Gil Rosa,

Carla Bentes, Catarina Mota, Daniel Ribeiro, Di&m®reira, Fernando Domingos, Francisca
Monjardino, Inés Perpétuo, Jodo Freire, José FansBtargarida Rei, Mariana Verdelho

Machado, Mauricio Martins, Patricia Meireles, PaDlaveira, Sandra Jacinto, Sérgio Laranjo,
Telmo Pereira, Teresa Moreno, Tomas Fonseca. (Ta&al
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Advanced Courses
A total of 11 Advanced Courses were organized

Courses organized under the CAML PhD Programme

Get the best from your sequences

Organizer: Francisco Enguita, IMM/FMUL

Date: Feb 11-12 (1 ECTS)

N° of Participants: 15

The students were trained to use online tools erattalysis of sequence properties of the more
relevant biological molecules, DNA, RNA and proteiand also how to present their data.

Scientific Integrity

in partnership with “Programa de Formac¢do Médicapada”
Organizer: Jodo Lobo Antunes, IMM/FMUL/CHLN

Date: Feb 17 —Apr 18 (1 ECTS)

N° of Participants: 14

Principles of scientific integrity and ethics inpeximentation.

Biostatistics

Organizer: Anténio Gouveia de Oliveira, FCM/UNL

Date: Feb 23 —Apr 13 (2 ECTS)

N° of Participants: 20 (37 Applications)

Basic principles and methods of biostatistics aath cdinalysis, which are essential to design a
study, select the appropriate statistical methodsimterpret results.

Preparing for research: the grant environment

in partnership with “Programa de Formac¢do Médicapada”

Organizer: Margarida Trindade, IMM & Sheila ViddiGC

Date: Feb 24 — 25 (1 ECTS)

N° of Participants: 4

Practical tools to help search and apply for fugdimrite grants and get a better understanding of
the present national and international researctiifignenvironments.

Nanomedicine

Organizer: Nuno Santos, IMM/FMUL

Date: Feb 28 - Mar 2

N° of Participants: 15 (1.5 ECTS)

The course focused on: i) nanotechnology-baseddsigs; ii) nanotechnology- based imaging;
iii) targeted drug delivery and release; and, aganerative medicine. Plus, practical sessions on
atomic force microscopy (AFM) and “force spectrgsgco

Improving technology transfer from basic research translational medicine

Organizer: Miguel Castanho, IMM/FMUL

Date: Mar 24-25

N° of Participants: 14 (1 ECTS)

Letting the researchers in academia know the patiigs of tech transfer, what industry expects
from them, and the means by which basic researshiiable to carry on and be developed as
industrial research.
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Methodologies in clinical research

in partnership with “FMUL MSc/PhD in Neurosciend&sogramme”

Organizer: José Ferro, Patricia Canhdo, Cristina ngzio & Joaquim Ferreira HSM-
IMM/FMUL/CHLN

Date: May 3 —Jun 16 (2 ECTS)

N° of Participants: 2

The course introduces the methodologies used imicali research and describes the different
types of studies. The second part of the coursgsfon theraupeutic research.

Launching your research career

Organizer: Inés Criséstomo, Margarida Trindade & NaAgostinho, IMM

Date: May 30 —Jun 1 (1.5 ECTS)

N° of Participants: 15 (19 applications)

This course aimet to help plan a research caregrdamelop complementary skills, such as:
manage time and data; present your work in posteresentations, papers and grants;
communicating with peers, funding agencies, medéather publics.

mMiRNAs and non-coding RNAs in cell biology and huma disease

Organizer: Francisco Enguita, IMM/FMUL

Date: Oct 13-14 (1 ECTS)

N° of Participants: 20 (35 applications)

In this course, the students were introduced tdiblegy of non-coding RNAs with special focus
on miRNAs by comprehensive lectures and bioinfoitnattorials, and also to their role within
cell physiology and human disease.

Biolmaging Nano Course on Microscopy

Organizer: José Rino, IMM

Date: Dec 5—-6 (0.5 ECTS)

NP° of Participants: 70

Tarfgeted for beginner or intermediate microscogers, this course taught participants the
theoretical background in fluorescence widefield aonfocal microscopy as well as practical
information on how to efficiently prepare samplasquire data and obtain publication quality
images.

Other Advanced Courses

Training course on communicating science in the méal - for postdocs and Pls

Organizer: Marta Agostinho, IMM

Date: Nov 17 — 18

N° of Participants: 5

This course aims at helping participants exploeedpportunities of contacting with the media,
define communication goals, manage expectationsakedthe most of media contacts.

PhD Students Activities

PhD students are challenged to actively suggestitaet to foster both scientific and social
networking between the IMM research community. Ewarar a group of students volunteers to
form the students’ commission, who is responsibietie organization of the different initiatives:
“Students’ Annual Retreat”, the “Annual PhD Studemeeting” and a seminar series - the
“Pizza Seminars”.
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2011 PhD Students commission
Alice Meldo, Carolina Moreira, Diogo Pereira, Diog&ombo, Irina Alho, Joana Xavier, Jodo
Freire, Jorge Santos, Rita Mateus, Rosangelad&rdal elma Lanca.

2011 PhD Students representatives
Margarida Rodrigues and Henri Franquelim

Pizza Seminars

These seminars happen every other Tuesday, atarwbipizza is served. Two students present
their work and there is time for discussion, evenyr sessions there is an “invited speaker” (Full
list at Seminars Section)

IMM Changeller

Date: June 14 Place: Instituto Superior de Agronia

Late afternoon gather of IMMers for a traditionahme circuit followed by dinner and and an
after-hour party.

IV IMM PhD Students Retreat

Date: September 25-27 Place: Pousada da JuverdedAlvados, Porto de Mos
Participants: 30: PhD students (21), post-docs (Baster students (1), technicians (5) and staff
scientists (1).

Programme:

1) “Breaking the ice”, introduction of all particpts.
2) Scientific discussion - Round table.

3) Hiking to Fornea - Cova da velha.

4) IMM Quiz and Traditional games.

V PhD Students Meeting IMM/CAML

Date: October 17-18 Place: IMM/FMUL

Participants: 62 PhD students, 1 Guest, 7 Moderators, 1 Memlfedsrg, 2 PhD Team (Total:
73), plus audience

October 17

Opening Session
Rui Victorino (FMUL), Jodo Correia da Cunha (CHLAHd Carmo Fonseca (IMM) and Miguel
Carneiro de Moura (IMM).

Oral Presentation Session |

Moderators: Filomena Carvalho and Susana Pascoal

Speakers: Aida Costa, Joana Monteiro, CristinaaSHenri Franquelim, Sofia Cristévao-Ferreira
and Joana Xavier.

Poster Presentation Session
Nina Schmolka, Rita Mateus, Rita Aroeifatricia Meireles, Tomas Fonseca, Inés Perpétuo,
Joao Freire, Elisa Basso, Mariana Oliveira, Sofimera, Alice Melao and Sandra Jacinto.

October 18

Oral Presentation Session I
Moderators: Patricia Silva and Rita Moura
Speakers: Marta Caridade, Maurice Itoe, Marco Aesuamd Rita Cascao.

Oral Presentation Session Il
Moderators: Daniel Carapau and Filipe Vilas-Boas
Speakers: Telma Lanca, Leonor Fleming, Margariddrigoes and Joana Tato Costa.
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Keynote Lecture

Introduction by Prof. Lobo Antunes (CAML)
Keynote speaker: Prof. Martin Raff (MRC Lab. for Ecular Cell Biology, UCL, London, UK)

Poster Presentation Session Il
Jorge Santos, Carolina Moreira, André Santos, RmdarFrita, Vania Batalha, Diogo Rombo,
Ana Pena, Inés Cristo, Filipa Ribeiro, Daniel Ribeirelmo Pereira, and Susana Fernandes.

Oral Presentation Session IV

Moderators: Madalena Martins and Sandra Aguiar

Speakers: Ana Agua-Doce, Marco Domingues, Angédittri, Marta Ribeiro, Diogo Pereira
and Daniel Silva

Oral Presentation Session V
Moderators: Manuela Ferreira and Sandra Tenreiro
Speakers: Rita Barbosa, Raquel Mendes, Susana i@esigad Pedro Pereira.

Awards Ceremony and Closing Remarks
Inés Cris6stomo; Henri Franquelim; Margarida Raodkekg

Meeting Dinner

PhD thesis

Filipe Vilas Boas (January 14, 2011) Functionallgsia of the Notch signalling cascade in
neural progenitors. Faculdade de Medicina da Usiglade de Lisboa. Supervisor: D. Henrique

Joana Duarte (February 16, 2011) Reprogramming itheune system with anti-CD4
monoclonal antibodies. Faculdade de Medicina dadtaidade de Lisboa. Supervisor: L. Graga

Raquel Lourenco (March 4, 2011) Symmetry-OUT, AsyetmrIN, The role of DMRT2.
Instituto de Tecnologia Quimica e Biologica da Wmsidade Nova de Lisboa. Supervisor: L.
Saude

Vasco C. Sousa (March 21, 2011) Cross-talk mechenisetween adenosine and cannabinoid
implications for the effects ak9-tetrahydrocannabinol on spatial memory. Faculddddicina
da Universidade de Lisboa. Supervisors: A.M. SéasCo-supervisor: R. Brett

Rita Azevedo (April 5, 2011) The role of IL-7 ihg Homeostasis of Human Naive and Memory
CDA4+ T cell subsets. Faculdade de Medicina da Usidade de Lisboa. Supervisor: M. Soares

Tiago Krug Coelho (April 13, 2011) Stroke Geneticgl Genomics. Faculdade de Medicina da
Universidade de Lisboa. Supervisors: S.A. Olive@a:supervisor: J.M. Ferro

Catarina Guerreiro (April 14, 2011) Nutricdo e Geren Doencas Intestinais. Faculdade de
Medicina da Universidade de Lisboa. Supervisor: NC&Milo

Rui Manuel da Silva Soares (May 23, 2011) PapeCdma Viral Celular na Imunodeficiéncia
HIV/SIDA: Contributo do Estudo da Infeccdo pelo H®/ Faculdade de Medicina da
Universidade de Lisboa. Supervisor: A.E. Sousa

Sandra Aguiar (July 1, 2011) Molecular epidemiolafyStreptococcupneumoniaeimpact of
PCV7 in the pneumococcal population responsiblénfaaisive pediatric infections. Faculdade de
Medicina da Universidade de Lisboa. SupervisorRemirez

Raquel Dias (July 8, 2011) Modulation of glutama&®PA receptors by adenosine, in
physiology and hypoxic/ischemic conditions. Facdilaviedicina da Universidade de Lisboa.
Supervisor: A.M. Sebastido
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Ana Inés Domingues (September 20, 2011) Moleculechanisms and relevance of the nuclear
internalization of VEGF and VEGFR2 (KDR) on enddiddecells. Faculdade de Ciéncias da
Universidade de Lisboa. Supervisors: S. Constan@ioesupervisor: P. de Lanerolle

Ricardo Henriques PhD (October 17, 2011) Beyondd®gly's limit: Achieving real-time super-
resolution fluorescence microscopy. Faculdade ddiditea da Universidade de Lisboa.
Supervisors: M. Mhlanga; Co-supervisor: A. Jacinto

Ivonne Wollenberg (October 17, 2011) The role gfutatory T cells in the control of B cell
mediated immune responses. Faculdade de Medicihind@rsidade de Lisboa. Supervisor: L.
Graca; Co-supervisor: J. Faro

Rita Moura (November 18, 2011) The role of B célighe early phase of rheumatoid arthritis.
Faculdade de Medicina da Universidade de Lisbopeisisor: J.E. Fonseca; Co-supervisor: L.
Graca

Inés Sofia Vala (November 24, 2011) Vascular atitwaand tumor regrowth after radiotherapy.
Faculdade de Ciéncias da Universidade de Lisbqaer8igor: S. Constantino

Maria Jodo Frias (November 25, 2011) Lysis strategfy Streptococcuspneumoniae
bacteriophages: Mechanisms and host implicatioasuldade de Medicina da Universidade de
Lisboa. Supervisor: M. Ramirez

Elisabete Martins (November 28, 201%jreptococcusagalactiae causing human infections.
Faculdade de Medicina da Universidade de LisbopeSisor: M. Ramirez

Sandra Vaz (December 7, 2011) Regulation of GAB#gporter in neuronal cells: role of Brain-
Derived Neurotrophic Factor. Faculdade MedicindUd@/ersidade de Lisboa. Supervisor: A.M.
Sebastido

Margarida Carrolo (December 9, 2011) New insights the sociomicrobiology ddtreptococcus
pneumoniaeexploring biofilm formation. Faculdade de Mediinla Universidade de Lisboa.
Supervisor: M. Ramirez

Joana Caetano Lopes (December 13, 2011) Effedflaiimation on bone biological, structural
and mechanical behavior. Faculdade de Medicina idboh. Supervisors: J.E. Fonseca; Co-
supervisor: Y. Konttinen

Catarina Fernandes (December 19, 2011) Dynamidsfamction of nicotinic actylcholine
receptors in the nervous system. Faculdade Meditin&niversidade de Lisboa. Supervisors:
A.M. Sebastido; Co-supervisor: D.K. Berg

Bruno Cardoso (December 20, 2011). IL-4 and TALITell acute lymphoblastic leukemia:
studies on the participation of microenvironmentakes and cell-autonomous alterations in
leukemogenesis. Faculdade de Medicina da Univetsida Lisboa. Supervisor: J.T. Barata; Co-
supervisor: L. Parreira

(Total: 22)
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Ongoing Partnerships

Centro Académico de Medicina de LisboalMM is associated with the Faculdade de Medicina
da Universidade de Lisboa and with the Santa Me@hing hospital through the Medical

Academic Centre of Lisbon (CAML). CAML is consontiuthat represents an infrastructure
aiming to promote the academic dimension in clinfactice, renewing the teaching hospital
concept.

IMM is also a partner of thelarvard Medical School — Portugal programme sponsored by
Fundacdo para a Ciéncia e Tecnologia. This progenuiirected by M. Carmo-Fonseca
(IMM/FMUL), results from a Memorandum of Understamgl between Portuguese Ministry of
Science, Technology and Higher Education and Hdrvitedical School to encourage
internationalization and cooperation between Poitgg schools of medicine and major national
research centers working in biomedical and heaitnses.

IMM and Inserm, aware of the need to develop international caatpm in the fields of life
sciences and health research and of health, hagede through agreementsigned in 2010 to
collaborate in order to promote the exchange ardific, medical, and technical knowledge, and
to support actions conducive to high-quality sdfentexchanges. The partnership builds on
sound research expertise of both institutions tivelescientific international workshops, short-
term staff exchanges and research mentoring forskdBents.

Furthermore, IMM is associated with tHeoctoral Programme for Physicians, PFMA
supported by the Gulbenkian and Champalimaud Fdiomda the Ministry of Health and the
Foundation for Science and Technology.

Besides education IMM also fosters scientific ideasurn into products and technologies that
make difference in health care. To achieve thid §di& develops ties and strategic plans with
companies, namely companies incubated at IMddnomed Technophageand Thelial (see
companies). In addition, IMM is one of the leadiioginders of theHealth Cluster Portugal.
This consortium promotes initiatives and researatojepts that increase the national
competitiveness, innovation and technology and etsmurages cooperation between companies,
organizations, universities and public entitiegksgg to expand economic areas related to health
and to the improvement of health care.
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RESEARCH

In 2011, IMM hosted 29 research units.

Of these:
e 26 are located at Edificio Egas Moniz (IMM)
» 1 at Hospital Santa Maria (Neurological ClinicalsRarch Unit)
2 at the Faculdade de Farméacia da Universidade idbod& (Mycobacteria Host
Interactions Unit and Retrovirus Research Unit)
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Cell and Developmental Biology programme

Programme Coordinators Anténio Jacinto and Luis Moita

Heads of Unit:

Susana Constantino Santos, PhD
Nuno C. Santos, PhD
Joao Taborda Barata, PhD

M. Carmo Fonseca, MD, PhD

Luis Ferreira Moita, MD, PhD
Luis Costa, MD, PhD
Domingos Henrique, PhD
Leonor Saude, PhD

Musa Mhlanga, PhD

Carlota Sadanha, PhD
Miguel Castanho, PhD

Anténio Jacinto, PhD

Principal Investigators:

Susana Constantino Santos

Nuno C. Santos

Joéo Taborda Barata

M. Carmo-Fonseca, Francisco Enguita,
Sérgio de Almeida

Luis Ferreira Moita, Angelo Chora
Luis Costa

Domingos Henrique

Leonor Saude

Musa Mhlanga

Carlota Sadanha, Angelo Calado
Miguel Castanho

Antdnio Jacinto, Soren Prag, Nina

Matova
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Angiogenesis Unit

Major interests / Objectives

The Angiogenesis Unit studies molecular and cellal@chanisms that regulate the angiogenic
process in order to devise novel therapeutic aghesm Our specific aims are 1) to study the
molecular mechanisms whereby low doses of ioniziadiation induce angiogenesis and
consequently metastasis after radiotherapy; 2)nVestigate the potential therapeutic effects of
low doses of ionizing radiation through neovasdméion promotion; 3) To investigate the effect
of the wild-type or mutated Transthyretin (TTR) the differential response of the hepatic
vasculature.

Head of Unit

Susana Constantino Rosa Santos, PhD — AuxiliarieBsor, FMUL

Research Team

Raquel Sampaio, PhD Post Doc Fellowship, FCT

Augusto Ministro, MD PhD Student

Ana Inés Domingues PhD Fellowship, FCT (left Sefiten2011)
Inés Sofia Val PhD Fellowship, FCT (left October 20:
Rui Perdigot MD, Hospital Curn Cabra

Paula Oliveir. IEFP/IMM fellowshig

André Roch Md Student, FNUL

Joana Simdes Msc Student

Teresa Freit¢ Technician, FNUL

Keywords/Research Areas

Angiogenesis; Vasculogenesis; Metastasis ; Ischemia

Major scientific achievements

1) VEGFR-2 activates its own promoter and by thischanism could be involved in
amplifying the angiogenic response. Work publisimBLoS ONE.

2) Low doses of ionizing radiation (IR) promote mgrowth and metastasis by enhancing
angiogenesis. We identified several genes whoseession is significantly altered by low doses
of IR and play a role in pro-angiogenic responske Tesults obtained will provide a new
rationale basis to the improvement of current rdmicapy protocols. Moreover, we found that
low doses of IR enhance vascularisation in ischdisstes, having important implications in the
use of low doses of IR in nonmalignant diseases.
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3) V30M transthyretin induces endothelial cell ajpsjs but not migration, as opposed to
the WT. Molecularly, TTR WT increases the levels mRNA for proteins that promote
angiogenesis. These results are important to utashersvhy FAP patients have more hepatic
artery thrombosis incidence after transplantation.

Recent Most Relevant Publications

Domingues |, Rino J, Demmers JAA, de Lanerolle &t8s SCR (2011) VEGFR2 Translocates
to the Nucleus to Regulate Its Own Transcripti®oS ONEG6, €25668 (Journal IF: 4.4,
Citations: 0)

Vala |, Martins L, Imaizumi N, Nunes R, Rino J, Kuem F, Carvalho LM, Riiegg C, Grillo IM,
Barata JTMareel M and Constantino Rosa Santos S (2010) Losesl of ionizing radiation
promote tumor growth and metastasis by enhancigggenesisPLoS ONE5, 11222 (Journal
IF: 4.4, Citations: 0)

Constantino Rosa Santos S, Vala I, Miguel C, Badat&arcdo P, Agostinho P, Mendes M,
Coelho A, Oliveira C, Martins e Silva J and Saldan® (2007) Expression and subcellular
localization of a novel nuclear Acetylcholinesteragrotein.J Biol Chem282, 25597-603.
(Journal IF: 5.4, Citations: 17)

Constantino Rosa Santos S, Miguel C, Dominguesladd A, Zhu Z, Wu Y and Dias S (2007)
VEGF and VEGFR-2 (KDR) internalization is requirtst endothelial recovery during wound
healing.Exp Cell Re813 1561-1574. (Journal IF: 3.7, Citations: 36)

Constantino Rosa Santos S and Dias S (2004) Intanchexternal autocrine VEGF/KDR loops
regulate survival of subsets of acute leukemiauginodistinct signaling pathwayBlood 103,
3883-3889. (Journal IF: 10.6, Citations: 92)

Ongoing Research Projects

2009/2012 The biological effects of ionizing radoat in the vasculature, Roche
Farmacéutica, Novartis Farma, Astellas Farma, Wyle¢derle Portugal and Merck
Sharp & Dohme. Coordinator: Susana Constantino.

2009/2012 The effect of the wild-type or mutatedaisthyretin (TTR) in the
differential response of the hepatic vasculaturespital Curry Cabral. Coordinator:
Susana Constantino. €40 000

2009/2012 The differential effect of WT and V30M ansthyretin in the hepatic
microenvironment and vasculature response, FCT.r@aator: Susana Constantino
and Rui Perdigoto. PIC/IC/83062/2007. €190 000

2011/2012 The biological effects of ionizing radaat in the vasculature, Novartis,
Medtronic. Coordinator: Susana Constantino. €7 000

2011/2013Molecular targets and cellular mechanisrnereby low doses of IR induce
a pro-angiogenic response. Coordinator: Susana taatiso (no funding)
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Publications in peer review Journals

Domingues |, Rino J, Demmers JAA, de Lanerolle &t8s SCR (2011) VEGFR2 Translocates
to the Nucleus to Regulate Its Own Transcriptioho® ONE 6, €25668 (Journal IF: 4.4,
Citations: 0)

Mareel M. and Constantino S. (2011) Ecosystemsngédion and metastasis in mammary
morphogenesis and cancer. Int. J. Dev. Biol. 5%,-6884 (Journal IF: 2.9, Citations: 0)

Communications in International Conferences

Rocha, A. lonizing radiation: boosting angiogenesisschemic diseases, Leiden International
Medical Student Conference, Leiden, Netherlandschla6-20, 2011(Oral presentation).

Constantino Rosa Santos S. Low doses of ionizirdjatian promote tumor growth and
metastasis by enhancing angiogenesis, Champali@ander Center, Lisbon, Portugal, June 25-
28, 2011 (Poster presentation)

Sousa J. Molecular mechanisms whereby low dosésngfing radiation induce angiogenesis,
Advances in the cellular and molecular biology nfiagenesis, Birmingham, UK, June 26-29,
2011 (Poster presentation)

de Oliveira, P. A new strategy for therapeutic aggnesis: Low doses of lonizing Radiation,
Advances in the cellular and molecular biology nfiagenesis, Birmingham, UK, June 26-29,
2011 (Poster presentation)

Ministro A. A Novel Approach for Therapeutic Angiegesis: Low Doses of lonizing Radiation,
20th European Chapter Congress of the Internationan of Angiology, Ljubljana, Slovenia,
October 6-8, 2011 (Oral presentation)

Internationalization

Collaborative Publication:
Domingues |, Rino J, Demmers JAA, de Lanerolle &t8s SCR (2011) VEGFR2 Translocates
to the Nucleus to Regulate Its Own Transcriptidco® ONE 6, e25668

Collaborative Research:

Primal de Lanerolle, University of lllinois, ChicagUSA. Research Project: The role of nuclear
VEGFR-2.

Curzio Ruegg, Division of Experimental Oncology, nBe Pluridisciplinaire d'Oncologie,
Faculty of Biology and Medicine, University of Lausme, and NCCR Molecular Oncology
ISREC-EPFL, Epalinges, Switzerland. Research Prdjalecular mechanisms and relevance of
angiogenesis induced by low-dose ionizing radiation

Marc Mareel, Ghent University Hospital, Ghent, Beig. Research Project: Molecular
mechanisms and relevance of angiogenesis induckxhbgose ionizing radiation.
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Collaborative PhD Training:
Primal de Lanerolle, University of Illinois, ChicagUSA. Co-supervisor of PhD project of Ana
Inés Domingues.

Advanced teaching
Constantino, S. Tumoral Angiogenesis lecture ferMaster in Neurosciences - Pathology of the
Nervous System, FMUL, Lisbon. February 15, 2011

Science and Society

Susana Constantino. Participation in the TV progf@om Ciéncia”, RTP2, 29 June, 2011

Master and PhD thesis completed (3000 ca.)
PhD thesis
Ana Inés Domingues (2011). Faculdade de CiénciadJuigersidade de Lisboa. Molecular
mechanisms and relevance of the nuclear intertimizaof VEGF and VEGFR2 (KDR) on

endothelial cells. Supervisors: Susana ConstaatiaoPrimal de Lanerolle

Inés Sofia Vala (2011). Vascular activation anddumegrowth after radiotherapy. Faculdade de
Ciéncias da Universidade de Lisboa. Supervisoras€onstantino

Master thesis
Joana Simdes (2011). Molecular mechanisms andamtevof angiogenesis induced by

low-dose ionizing radiation. Faculdade de Ciéncias aveysidade de Lisbhoa. Supervisor:
Susana Constantino
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Biomembranes Unit

Major interests / Objectives

Biochemical and biophysical processes occurrinthatlevel of the membranes of human cells,
as well as of their viral and bacterial pathogeBtudy of the two steps of the life cycle of

enveloped viruses (mainly HIV-1 and dengue virbg) involve biomembranes — the entrance of
the virus or its content into the target cell and assembly of new virions. Study of the binding
of fibrinogen to the erythrocyte membrane and éievance as cardiovascular risk factor. Pre-
clinical evaluation of the membrane activity andchemism of action at the molecular level of

antimicrobial peptides (AMP) and cell-penetratingptides (CPP). On the Nanotechnology /
Nanomedicine area, the structural characterizabbnmetal nanoparticles conjugated with

proteins or nucleic acids, for biomedical applioati

Head of Unit

Nuno C. Santos, PhD — Assistant Professor with [Hation, FMUL.

Research Team

Sonia Gongalves, PhD Researcher, FMUL

Ivo Martins, Phl

Post Doc Fellowship, FC

Andrea Santos, PhD

Post Doc Fellowship, FCT

Axel Hollmann, Phl

Post Doc Fellowship, FCT (since April 20

Filomena Carvalho

Assistant, FMUL

Marco Domingues

PhD Fellowship, FCT

Pedro Matos

PhD Fellowship, FCT

Margarida Rodrigue

PhD Fellowship, FC

André Faustin

PhD Fellowship, FC

Rita Inacio

Master Student

Teresa Freit¢

Technician, FMUI

Keywords/Research Areas

Membranes, HIV, Antimicrobial peptide, AFM, Fibrigen, Nanomedicine.

Major scientific achievements

Dengue virus capsid protein binding to hepaticdligioplets is K-dependent and mediated by
droplets surface proteins:

Dengue virus (DENV) affects millions of people, siag more than 20 thousand deaths annually.
No effective treatment for the disease caused biDnfection is currently available, partially
due to the lack of knowledge on the basic aspddiseoviral life cycle, including the molecular
basis of the interaction between viral componentsl a&ellular compartments. Here, we
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characterized the properties of the interactiomwbeh DENV capsid (C) protein and hepatic lipid
droplets (LDs), which was recently shown to be eakfor the virus replication cycle. Zeta-
potential analysis revealed a negative surfacegehaf LDs, with an average of -19 mV.
Titration of LDs with C protein led to an increaskthe surface charge, which reaches a plateau
at +13.7 mV, suggesting that the viral protein-ldferaction exposes the protein cationic surface
to the aqueous environment. Atomic force microscdq@yM)-based force spectroscopy
measurements were performed using C protein-fumalized AFM tips. C protein-LDs
interaction was found to be strong, with a singie)binding force of 33.6 pN. This binding was
dependent on high intracellular concentrations atgsium ion but not sodium. Inhibition of
Na'/K*-ATPase in DENV-infected cells resulted in C protdissociation from LD and a 50-fold
inhibition of infectious virus production but nob iIRNA replication, indicating a biological
relevance for the potassium dependent-interadtiomited proteolysis of LDs surface impaired C
protein-LDs interaction and force measurementshinfiresence of specific antibodies indicate
perilipin 3 (TIP47) as the major DENV C proteinditd on LDs surface.

Recent Most Relevant Publications

Carvalho FA, Connell S, Miltenberger-Miltenyi G,rBga SV, Tavares A, Ariéns RAS, Santos
NC (2010) Atomic force microscopy-based molecukrognition of a fibrinogen receptor on
human erythrocyteACS Nanal, 4609-4620. (Journal IF: 9.865, Citations: 6)

Matos PM, Castanho MARB, Santos NC (2010) HIV-lidosnhibitor peptides enfuvirtide and
T-1249 interact with erythrocyte and lymphocyte rbeamesPL0S ONE5, €9830. (Journal IF:
4.411, Citations: 6)

Ribeiro MM, Melo MN, Serrano |, Santos NC, CastaiMARB (2010) Drug-lipid interaction
evaluation: Why a 19th century solutiofPends Pharmacol. ScB1, 449-454. (Journal IF:
11.050, Citations: 4)

Matos PM, Franquelim HG, Castanho MARB, Santos I2G10) Quantitative assessment of
peptide—lipid interactions. Ubiquitous fluorescemeethodologiesBiochim. Biophys. Acta798
1999-2012. (Journal IF: 4.647, Citations: 7)

Domingues MM, Castanho MARB, Santos NC (2009) gBRIromotes lipopolysaccharide
aggregation and exerts its antimicrobial effects(fimi)fusion of PG-containing membranes.
PLoS ONH, e8385. (Journal IF: 4.411, Citations: 8)

Ongoing Research Projects

2007/2011 Fibrinogen-dependent signalling in miasnular blood cell function — implications
of inflammation and cardiovascular disease. Paditi Pl: N.C. Santos. FCT - PTDC/SAU-
OSM/73449/2006, €101 736.

2007/2011 The role of lipid membranes on cell ititat by Dengue virus. Participant PI: N.C.
Santos. FCT - PTDC/QUI/69937/2006, €120 000.

2009/2011 Interacc¢do da proteina capsidica do diaudengue com membranas e corpulsculos
lipidicos — Relevancia para a patogénese viral.rdinator: N.C. Santos. FCT-CAPES Project,
€20 000.
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2010/2013 Cell membrane features in HIV entry asdirhibition. Coordinator: N.C. Santos.
FCT - PTDC/QUI-BIQ/104787/2008, €174 130.

2010/2013 Inherent antibacterial activity in peptlthsed hydrogels for tissue regeneration.
Participant Pl: N.C. Santos. FCT - PTDC/SAU-BEB/089/2008, €199 350.

2010/2013 MEMPEPACROSS: Membrane-active peptidessadisciplines and continents: An
integrated approach to find new strategies to figddteria, dengue virus and neurodegeneration.
Coordinator: N.C. Santos. Programme “People” — Bld&iurie International Research Staff
Exchange Scheme — Call identifier: FP7-PEOPLE-2B0RES. Coordinator: N.C. Santos, €200
000.

2010/2013 Atomic force microscopy-based molecukrognition of fibrinogen receptors in
platelets and erythrocytes. Applications in healtld disease. Coordinator: N.C. Santos. Calouste
Gulbenkian Foundation, €12 500.

2010/2013 The interplay between lipid droplets, R&#l the capsid protein during dengue virus
assembly and encapsidation. Coordinator: |.C. MsurtCalouste Gulbenkian Foundation, €50
000.

2011/2014 LIPIDENGUE: The role of hepatic lipid memnes and lipid droplets in Dengue
virus encapsidation. A gateway to new therapiesmr@inator: M. Castanho. FCT - PTDC/QUI-
BIQ/112929/2009, €130 000.

Publications in peer review Journals

Carvalho FA, Carneiro FA, Martins IC, Assuncéo-Mia |, Faustino AF, Pereira RM, Bozza
PT, Castanho MARB, Mohana-Borges R, Da Poian ATit&NC (2011) Dengue virus capsid
protein binding to hepatic lipid droplets (LD) istassium ion dependent and is mediated by LD
surface proteinsl. Virol., Epub 2011 Nov 30. (Journal IF: 5.189, Citatidbjs:

Eaton P, Zuzarte-Luis V, Mota MM, Santos NC, Prui@m (2011) Infection by Plasmodium
changes shape and stiffness of hepatic dgfisiomedicine (NBM)Epub 2011 Oct 25. (Journal
IF: 4.882, Citations: 0)

dos Santos AM (2011) Thermal effect on aequoreargfleiorescent protein anionic and neutral
chromophore forms fluorescencke.Fluoresc,. Epub 2011 Aug 10. (Journal IF: 1.966, Citations:
0)

Franquelim HG, De-Sousa FF, Veiga AS, Santos NCstadho MARB (2011) Cationic
liposomes are possible drug-delivery systems faf fdsion inhibitor Sifuvirtide.Soft Matter7,
11089-11092. (Journal IF: 4.457, Citations: 0)

Rodrigues M, de la Torre BG, Radis-Baptista G, &MC, Andreu D (2011) Efficient cellular
delivery of B-galactosidase mediated by NrTPs, a new family @f-genetrating peptides.
Bioconjugate Chen22, 2339-2344. (Journal IF: 5.002, Citations: 0)
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Ribeiro MM, Pinto AR, Domingues MM, Serrano |, Hersl, Bardaji ER, Tavares |, Castanho
MARB (2011) Chemical conjugation of the neuropeptii/otorphin and ibuprofen enhances
brain targeting and analgesMol. Pharm.8, 1929-1940. (Journal IF: 5.400, Citations: 0)

Henriques ST, Huang YH, Rosengren KJ, Franquelim B&valho FA, Johnson A, Sonza S,
Tachedjian G, Castanho MARB, Daly NL, Craik DJ (2pDecoding the membrane activity of
the cyclotide kalata B1: the importance of phosiplyldthanolamine phospholipids and lipid
organization on hemolytic and anti-HIV activiticks.Biol. Chem?286, 24231-24241. (Journal IF:

5.328, Citations: 2)

Vitorino C, Carvalho FA, Almeida AJ, Sousa JJ, PA& (2011) The size of solid lipid
nanoparticles: an interpretation from experimemtasign. Colloids Surf. B Biointerfaces84,
117-30. (Journal IF: 2.780, Citations: 2)

Ascenso A, Guedes R, Bernardino R, Diogo H, Cav&lh, Santos NC, Silva AM, Marques HC
(2011) Complexation and full characterization o€ thretinoin and dimethy-cyclodextrin
complex. AAPS PharmSciTec®, 553-563. (Journal IF: 1.211, Citations: 1)

Martins AP, Lopes PA, Costa ASH, Martins SV, Sartids Prates JAM, Moura TF, Soveral G
(2011) Differential mesenteric fat deposition invimes fed on silage or concentrate is
independent of membrane permeability to glycefsiimal 5, 1949-1956. (Journal IF: 1.458,
Citations: 0)

Carvalho FA, de Oliveira S, Freitas T, GoncgalveS&jtos NC (2011) Variations on fibrinogen-
erythrocyte interactions during cell agirRl.oS ONE5, €18167. (Journal IF: 4.411, Citations: 2)

Freire JM, Domingues MM, Matos J, Melo MN, Veiga A&antos NC, Castanho MARB (2011)
Using zeta-potential measurements to quantify deptartition to lipid membranedgur.
Biophys. J40, 481-487. (Journal IF: 2.387, Citations: 0)

Franquelim HG, Chiantia S, Veiga AS, Santos NC,w8itdh P, Castanho MARB (2011) Anti-
HIV-1 antibodies 2F5 and 4E10 interact differentlith lipids to bind their epitopeIDS 25,
419-428. (Journal IF: 6.348, Citations: 3)

Other publications International

Castanho M, Santos NC (2011) Peptide drug discosedydevelopment: Translational research
in academia and industry. Wiley-VCH, Weinheim.

Castanho M, Santos NC (2011) The timeliness ofigemrugs.In: Castanho M, Santos NC
(eds.), Peptide drug discovery and developmennslasional research in academia and industry.
Wiley-VCH, Weinheim, pp. xiii-xiv.

Franquelim HG, Matos PM, Veiga AS (2011) HIV vsMdturning HIV-derived peptides into
drugs.In: Castanho M, Santos NC (eds.), Peptide drug disg@red development: Translational
research in academia and industry. Wiley-VCH, Weint pp. 209-229.
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Other publications National

Santos NC (2011) Nanomedicina — Ciéncia, TecnolegiBducacaoln: Nanotecnologias e
0.G.M. — Ciéncia, Etica, Sociedade. Colecc¢éo Biagtiol. 12, Conselho Nacional de Etica para
as Ciéncias da Vida, Lisbon, pp. 27-34.

Domingues MM, Matos PM, Carvalho FA, Santos NC (@0Rrotein-Biomembrane interactions
as therapeutic targetSanal BQ 8, 4-11.

Invited Lectures and Seminars

Santos, N.C. Atomic Force Microscopy and Force 8pecopy. Biological and Biomedical
Applications. Workshop MIT Portugal, Lisbon, Poraliglanuary 14, 2011.

Santos, N.C. Protein-Biomembrane interactions esafieutic targets. Faculdade de Farmécia da
Universidade de Lisboa, Lisbon, Portugal, Febrday2011.

Carvalho, F.A., Santos, N.C. Identification andgéémolecule recognition of the fibrinogen
receptor on human erythrocytes. Exploring Beyonel 8hore: A Trans-Atlantic Meeting on
Biochemistry and Molecular Biology, Seville, Spditay 24-26, 2011.

Castanho, M.A.R.B., Freire, J.M., Santos, N.C.,gdeiA.S., Da Poian, A.T. Dengue: viral
cellular infection reappraised. 22nd American RiEpBymposium, San Diego, USA, June 25-30,
2011.

Castanho, M.A.R.B., Freire, J.M., Santos, N.C.,gdeiA.S., Da Poian, A.T. Dengue: viral
cellular infection reappraised. XXXIV Congreso de $ociedad Espafiola de Bioquimica y
Biologia Molecular (SEBBM), Barcelona, Spain, Semer 5-8, 2011.

Carvalho, F.A. Microscopia de Forca Atdmica — Rdwmmimento molecular do receptor do
fibrinogénio nos eritrocitos. Encontro dos técnidesdiagnéstico e terapéutica, Lisbon, Portugal,
November 12, 2011.

Santos, N.C. AFM-based Force Spectroscopy. 10tht &wurse of the Portuguese Biophysical
Society — Nanosciences for Life, Santarém, Porfidavember 17-19, 2011.

Communications in International Conferences

Carvalho, F.A., Connell, S., Miltenberger-Milten@,, Pereira, S.V., Tavares, A., Ariéns, R.A.S.,
Santos, N.C. Identification of the fibrinogen rememn human erythrocyte by AFM-based force
spectroscopy. Biophysical Society’s 55th Annual Neg Baltimore, USA, March 5-9, 2011
(Poster presentation).

Martins, I.C., Carneiro, F.A., Mohana-Borges, Raugtino, A., Pereira, R.M., Carvalho, F.A.,
Castanho, M., Almeida, F., Santos, N.C., Da Pofam, Characterization of the interaction of the
dengue virus capsid protein with lipid dropletsofiysical Society’'s 55th Annual Meeting,
Baltimore, USA, March 5-9, 2011 (Poster presentatio
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Domingues, M.M., Castanho, M., Santos, N.C. gBRlauses (hemi)fusion and leakage of
membranes and promotes massive lipopolysacchaggdeegation. Biophysical Society’s 55th
Annual Meeting, Baltimore, USA, March 5-9, 2011 $Bw presentation).

Faustino, A., Martins, I.C., Carneiro, F.A., Cah@l F.A., Pereira, R.M., Castanho, M.A.R.B.,
Mohana-Borges, R., Almeida, F.C.L., Da Poian, ASantos, N.C. Molecular insights into the
interaction between dengue virus capsid protein lgmid droplets. 40th Annual Meeting of the
Brazilian Society for Biochemistry and MolecularoRigy (SBBQ), Foz do Iguacu, Brazil, April
30 - May 3, 2011 (Poster presentation).

Carvalho, F.A., de Oliveira, S., Freitas, T., Gdwes, S., Santos, N.C. AFM-based force
spectroscopy evaluation of the variations on fibgen-erythrocyte interactions during cell aging.
40th Annual Meeting of the Brazilian Society foroBhemistry and Molecular Biology (SBBQq),
Foz do Iguacu, Brazil, April 30 - May 3, 2011 (Rogpresentation).

Gongalves, S., Teixeira, A., Abade, J., de Medeirbs Kurtenbach, E., Santos, N.C.
Antimicrobial peptides Psd1l and HNP-1: comparisbhipid selectivities. 40th Annual Meeting
of the Brazilian Society for Biochemistry and Maldar Biology (SBBQ), Foz do Iguacu, Brazil,
April 30 - May 3, 2011 (Poster presentation).

Carvalho, F.A., Carneiro, F.A., Martins, |.C., Fang, A., Pereira, R., Castanho, M., Mohana-
Borges, R., Da Poian, A.T., Santos, N.C. Charatdn of the interaction of the dengue virus
capsid protein with lipid droplets. Keystone Symipos Lipid Biology and Lipotoxicity,
Killarney, Ireland, May 15-20, 2011 (Poster preadnh).

Freire, J.M., Veiga, A.S., Santos, N.C., Kowalczyk, Andreu, D., Da Poian, A.T., Castanho,
M. Assigning a role to the Dengue Virus Capsid &rodduring cellular infection. 11th FEBS
(Federation of European Biochemical Societies) Yp8gientist Forum, Torino, Italy, June 23-
25, 2011 (Poster presentation).

Rodrigues, M., Santos, A., de la Torre, B.G., R&#iptista, G., Castanho, M., Andreu, D.,
Santos, N.C. A new family of CPPs — Membrane imtitvpas and translocation assays for
nucleolar-targeting peptides (NrTP) in cells andnfembrane model systems. 36th FEBS
(Federation of European Biochemical Societies) @esgy — Biochemistry for Tomorrows

Medicine, Torino, Italy, June 25-30, 2011 (Posterspntation).

Santos, A., Rodrigues, M., de la Torre, B.G., R#gliptista, G., Castanho, M., Andreu, D.,
Santos, N.C. Screening and characterization of memebpeptide interactions in new crotamine-
derived CPPs. 36th FEBS (Federation of Europeanch®imical Societies) Congress —
Biochemistry for Tomorrows Medicine, Torino, Italjine 25-30, 2011 (Poster presentation).

Freire, J.M., Veiga, A.S., Santos, N.C., Kowalczyk, Andreu, D., Da Poian, A.T., Castanho,
M. Assigning a role to the Dengue Virus Capsid &roduring cellular infection. 36th FEBS
(Federation of European Biochemical Societies) @esgy — Biochemistry for Tomorrows
Medicine, Torino, Italy, June 25-30, 2011 (Oralgmnatation).

Franquelim, H.G., Veiga, A.S., Santos, N.C., CdstarM. Membrane mode of action of HIV
inhibitor peptides enfuvirtide and T-1249 unraveleg atomic force microscopy and dipole
potential fluorescence spectroscopy. 22nd AmerRaptide Symposium, San Diego, USA, June
25-30, 2011 (Poster presentation).
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Ribeiro, M.M.B., Pinto, A., Domingues, M., Heras,,MBardaji, E., Tavares, ., Castanho, M.
Development of novel analgesic Kyotorphin-derivedptides: linking peptide-membrane
interaction, Blood-Brain barrier crossing and invovi efficacy. 22nd American Peptide
Symposium, San Diego, USA, June 25-30, 2011 (Ppst=entation).

Freire, J.M., Veiga, A.S., Santos, N.C., Kowalczyk, Andreu, D., Da Poian, A.T., Castanho,
M. Quantifying Molecular Partition of Supramolecul@omplexes in Lipid Model Systems —
Studies on Dengue Virus Supramolecular Compon&RBSA 2011 — 8th European Biophysics
Congress, Budapest, Hungary, August 23-27, 2014t¢Ppresentation).

Rodrigues, M., Santos, A., de la Torre, B.G., Rdgdiptista, G., Castanho, M., Andreu, D.,
Santos, N.C. Membrane interactions and translatagsays for nucleolar-targeting peptides.
EBSA 2011 - 8th European Biophysics Congress, BestagHungary, August 23-27, 2011
(Poster presentation).

Santos, A., Rodrigues, M., de la Torre, B.G., R#g#iptista, G., Castanho, M., Andreu, D.,
Santos, N.C. Screening and characterization of memebpeptide interactions in new crotamine-
derived CPPs. EBSA 2011 — 8th European Biophystgyfess, Budapest, Hungary, August 23-
27, 2011 (Poster presentation).

Gongalves, S., Teixeira, A., Abade, J., Santos,. Nifid selectivity as a determinant factor for
HNP1 biological activity. EBSA 2011 — 8th Europdgiophysics Congress, Budapest, Hungary,
August 23-27, 2011 (Poster presentation).

Carvalho, F.A., de Oliveira, S., Freitas, T., Gdwes, S., Santos, N.C. Force spectroscopy
characterization of fibrinogen-erythrocyte bindiagd its conditioning by aging. EBSA 2011 —

8th European Biophysics Congress, Budapest, Hungéwgust 23-27, 2011 (Poster

presentation).

Torcato, I.M., Huang, Y.H., Franquelim, H.G., Gasgda., Santos, N.C., Craik, D.J., Castanho,
M.A.R.B., Henriques, S.T. Novel antimicrobial pejgs with activity against Gram-negative and
Gram-positive bacteria. 14th European Conferencerspectroscopy of Biological Molecules,
Coimbra, Portugal, August 29 - September 3, 20Xal(@resentation).

Communications in National Conferences

Santos, A., Rodrigues, M., de la Torre, B.G., R#liptista, G., Castanho, M., Andreu, D.,
Santos, N.C. Novel crotamine-derived CPPs: how th&gract with model membranes? XXII

Encontro Nacional da Sociedade Portuguesa de Qaildiaga, Portugal, July 3-6, 2011 (Poster
presentation).

Internationalization

Collaborative publications and funded projects wjtbups from the Federal University of Rio de
Janeiro (Brazil), Pompeu Fabra University (BarceloSpain), Federal University of Ceara
(Fortaleza, Brazil), University of Leeds (UK), Usisity of Girona (Spain), University of

Queensland (Brisbane, Australia), Technical Unitersf Dresden (Germany), Oswaldo Cruz
Foundation (Rio de Janeiro, Brazil) and Agency facience, Technology and Research
(Singapore), as well as with Biotech companies ftoenUnited States and China.
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Nuno C. Santos coordinates a Marie Curie InternatidResearch Staff Exchange Scheme
(IRSES) Project, funded by the European Commissimugh the 7th Framework Program.

Sonia Gongalves and Ivo C. Martins received anenbeid research students from University of
Birmingham (UK) and Pontifica Catholic Universit@dmpinas, Brazil), respectively.

Patents/prototypes

Martins IC, Almeida FC, Santos NC, Da Poian AT (B0Means and methods for the inhibition
of Flavivirus replication. Portuguese Intellectiabperty Protection Institute, provisional patent
application Nr. 20111000041319.

Advanced teaching

Santos, N.C. “Atomic Force Microscopy and Forcecsmscopy”, MIT-Portugal PhD Program
(NanoBio modulus), Lisbon. January 14, 2011.

Santos, N.C. “Atomic Force Microscopy and Forcecspscopy”, PhD Program, Instituto de
Tecnologia Quimica e Bioldgica (ITQB), Oeiras. Jamys1, 2011.

Santos, N.C. organized and lectured on the Lisboad&mic Medical Center (CAML) PhD
Program nanocourse on “Nanomedicine”, Lisbon. Fayr@8 - March 2, 2011.

Carvalho, F.A. lectured the practical teachinglfisbon Academic Medical Center (CAML) PhD
Program nanocourse on “Nanomedicine”, Lisbon. Faiyr@8 - March 2, 2011.

Santos, N.C. “Force spectroscopy”, Master in StnadtBiology and PhD Program, Instituto
Superior Técnico, Universidade Técnica de Lisbastdn. March 23, 2011.

Carvalho, F.A. lectured the academic teaching f&EQRIMTE Hands-on Workshop “AFM-
based Force Spectroscopy. Biological and Biomedigaplications.” Faculdade Ciéncias e
Tecnologia, Universidade Nova de Lisboa, Monte dpatica. September 14-16, 2011.

Santos, N.C. lectured on the Experimental BiochgyniSourse of Federal University of Rio de
Janeiro (UFRJ) / Federal University of Para (UFFAFederal University of Western Para
(UFOPA). September 19-23, 2011.

Santos, N.C. “Light scattering techniques and tHRiochemical applications”, Master in
Structural and Functional Biochemistry, FaculdadeCiEncias e Tecnologia, Universidade Nova
de Lisboa, Lisbon. December 16, 2011.

Domingues, M.M. co-organized and lectured the joaktteaching of Light Scattering
Spectroscopy in the Master of Structural and Foneti Biochemistry, Faculdade de Ciéncias e
Tecnologia, Universidade Nova de Lisboa, Lisboncédeber 16, 2011.
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Science and Society

During 2011, the Research work of the Biomembrdoes of IMM was addressed at several
mass media news and interviews; namely, on SciemibeMarch 8, 2011), Jornal de Leiria
(March 24, 2011, pp. 14-15), CienciaPT (March 3111, Diario de Noticias on-line (April 1,
2011), CiénciaHoje (April 1, 2011), Diario de Nagie (April 2, 2011, pp. 40-41), Publico on-line
(April 3, 2011), Biomedicina Brasil (April 4, 201,1)P Jornal (April 4, 2011), Destak (April 4,
2011, p. 4), Drugs News (April 4, 2011) and TVNBTay 17, 2011).

Carvalho FA, Domingues MM, Faustino A, Freitas TonGalves S, Martins IC, Matos PM,
Rodrigues M, Santos A, Santos NC. Visit of Escatgufidaria José Belchior Viegas (Sao Bras
de Alportel) to the Biomembranes Unit, includinggentation and “speed-dating” style contact
with the different components the Unit's ReseardnkyLisbon, February 25, 2011.

Martins IC, Rodrigues M. Hosting at the Biomembmabait of “Ciéncia Viva” students, Lisbon,
July, 2011.

Santos, N.C. Seminar “Membranas biol6gicas comosaterapéuticos”. Semana da Ciéncia e
Tecnologia 2011, Escola Secundaria Ferreira Digaafva-Cacém, November 22, 2011.

Master thesis completed
André Faustino (2011) Molecular level evaluationtitd dengue virus capsid protein role(s) on

the virus life cycle. Mestrado em Bioquimica, Faade de Ciéncias da Universidade de Lisboa.
Supervisors: N.C Santos and |.C. Martins.
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Cancer Biology Unit

Major interests / Objectives

We aim to understand the role of cell-autonomotesaions and microenvironmental cues in the
development of cancer, in particular lymphoid leukes. We focus on the dissection of signaling
pathways activated by cell-intrinsic events andraegtllular factors to characterize the
mechanisms implicated in the acquisition of a d8leadvantage by malignant cells. To do so,
we integrate different biochemical, cellular andi@salar biology techniques with appropriate in
vitro and in vivo models. The basic and pre-clihiesearch performed in the lab is translation-
oriented and complemented by ongoing collaboratisitls clinicians. Ultimately, our research
aims to identify and characterize molecular tardetdhe development of novel, more selective
therapies against cancer.

Head of Unit

Jodo Taborda Barata, PhD

Research Team

Ana Girio, PhD Post-Doc Fellowship, FCT
Post-Doc Fellowship, FCT; Assistant

Leonor Sarmento, PhD Professor, FMUL

Inés Antunes Post-Doc Fellowship, FCT

Leila Martins PhD Fellowship, FCT

Nadia Correi PhD Fellowship, FC

Alice Melac PhD Fellowship, FC

Daniel Ribeirt PhD Fellowship, FC

Vanda P6vao Bl Fellowship, FCT (since Septemkt

Michael Svaton Short-term SCORE internship (July)

Keywords/Research Areas

Oncobiology; Leukemia; Signal transduction; Celtidad molecular biology

Major scientific achievements

In 2011, we have made significant advances in dneuo research lines: to characterize the
molecular and functional impact of IL-7/IL-7R-methd signaling in T-cell acute lymphoblastic

leukemia (T-ALL). We have shown that IL-7 accelemhuman T-cell leukemia development in
vivo (Cancer Research 71: 4780) and that reactikygen species crosstalk with PI3K/Akt

pathway and are essential for IL-7-mediated suha¥a-ALL cells (Leukemia 25: 960).

Remarkably, we found that around 9% of T-ALL patseharbor gain-of-function oncogenic
mutations in IL7R. These mutations are tumorigémigivo and targetable by using JAK/STAT



86 | 2011 IMM Activity Report

pathway inhibitors (Nature Genetics 43: 932). ®iigdy was awarded the 2011 Pfizer Award in
Clinical Research from Sociedade das Ciéncias Médide Lisboa and led to a Vote of
Congratulations in the Portuguese Parliament fer @éikcellence of the scientific research in
Portugal.

We are also interested in identifying the mechasidy which TAL1/SCL (a major T-cell
oncogene) is regulated in T-ALL. We recently wewgld for the first time that TAL1 protein
expression is strikingly downregulated by treatmeitih histone deacetylase inhibitors (HDACI)
in T-ALL cells. This is due to decreased TAL1 gem@nscription in cells with native TAL1
promoter, and due to impaired TAL1 mRNA translation cells that harbor the TAL1d
microdeletion and consequently express TAL1 unbercdontrol of the SCL/TAL1 interrupting
locus (SIL) promoter. Notably, HDACI-triggered apogis of T-ALL cells is significantly
reversed by TAL1 forced overexpression. Our resitidicate that the HDACIi-mediated
apoptotic program in T-ALL cells is partially depgimt on their capacity to downregulate TAL1
and provide support for the therapeutic use of HDIAC-ALL (Leukemia 25: 1578).

Recent Most Relevant Publications

P.P. Zenatti, D. Ribeiro, W. Li, L. Zuurbier, M.Gilva, M. Paganin, J. Tritapoe, J.A. Hixon,
A.B. Silveira, B.A. Cardoso, L.M. Sarmento, N. Gaa, M.L. Toribio, J. Kobarg, M. Horstmann,
R. Pieters, S.R. Brandalise, A.A. Ferrando, J.PFijaviek, S.K. Durum, J.A. Yunes, J.T. Barata
(2011). Oncogenic IL7R gain-of-function mutations ¢hildhood T-cell acute lymphoblastic
leukemia. Nature Genetics 43 (10): 932-939. (JdUme6.377)

A. Silva, J.A. Yunes, B.A. Cardoso, L.R. MartinsYPJotta, M. Abecasis, A.E. Nowill, N.R.
Leslie, A.A. Cardoso, J.T. Barata (2008). PTEN fasstlational Inactivation and
Hyperactivation of the PI3K/Akt Pathway Sustainnkaiy T Cell Leukemia Viability. Journal of
Clinical Investigation 118: 3762-3774. (Times citéd) (Journal IF: 14.152)

J.T. Barata, A. Silva, J.G. Branddo, L.M. Nadler AACardoso, V.A. Boussiotis (2004).
Activation of PI3K is Indispensable for InterleukiiMediated Viability, Proliferation, Glucose
Use, and Growth of T Cell Acute Lymphoblastic Lemia Cells. J. Exp. Med. 200: 659-669.
(Times cited: 78) (Journal IF: 14.776)

J.T. Barata, A.A. Cardoso, L.M. Nadler, V.A. Bowt& (2001). Interleukin-7 promotes survival
and cell cycle progression of T-cell acute lymplaskic leukemia cells by down-regulating the
cyclin-dependent kinase inhibitor p27kipl. Blood (8. 1524-1531. (Times cited: 78) (Journal
IF: 10.558)

Ongoing Research Projects

2011/2013 Identification of novel regulators of Ci&h impact on PTEN function in leukemia.
FCT. Coordinator: J.T. Barata. PTDC/SAU-ONC/11320PR, € 186 000

2010/2012 Cell-intrinsic and microenvironmental reily intertwined: novel targets for
therapeutic intervention in acute lymphoblastic kemia? FCT. Coordinator: J.T. Barata.
PTDC/SAU-OBD/104816/2008, € 190 000
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2010/2011 Reciprocal regulation between TAL1 anBNA expression in T-cell leukemia. Liga
Portuguesa Contra o Cancro — “TERRY FOX". Coordinal.T. Barata, € 15 000

2009/2011 Regulation of ZAP-70 and PTEN activityd astability in chronic lymphocytic
leukemia: prognostic and therapeutic implicatidfST. Coordinator: J.T. Barata, € 134 000

2009/2011 Clinical implications of activation of 3K/Akt signaling pathway in primary adult
acute lymphoblastic leukemia. FCT. Coordinatot:aterda (UIC), € 134 000

Publications in Peer Reviewed International Journa

P.P. Zenatti, D. Ribeiro, W. Li, L. Zuurbier, M.Gilva, M. Paganin, J. Tritapoe, J.A. Hixon,
A.B. Silveira, B.A. Cardoso, L.M. Sarmento, N. Gaa, M.L. Toribio, J. Kobarg, M. Horstmann,
R. Pieters, S.R. Brandalise, A.A. Ferrando, J.Fijaviek, S.K. Durum, J.A. Yunes, J.T. Barata
(2011). Oncogenic IL7R gain-of-function mutations ¢hildhood T-cell acute lymphoblastic
leukemia. Nature Genetics 43 (10): 932-939. (JAUmM&6.377)

A. Silva, A.B.A. Laranjeira, L.R. Martins, B.A. Gdwso, J. Demengeot, J.A. Yunes, B. Seddon,
J.T. Barata (2011). IL-7 contributes to the progi@s of human T-cell acute lymphoblastic
leukemias. Cancer Research 71 (14): 4780-4789cr(@blkr: 8.234)

L.R. Martins, P. Lucio, M.C. Silva, P. Gameiro, M.Gilva, J.T. Barata (2011). On CK2
regulation of chronic lymphocytic leukemia cell bility. Molecular and Cellular Biochemistry
356 (1-2): 51-55. (Journal IF: 2.168)

L.M. Sarmento, J.T. Barata (2011). The therapeutitential of Notch inhibition in T-cell acute
lymphoblastic leukemia: rationale, caveats and jsem Expert Review of Anticancer Therapy
11 (9): 1403-1415. (commissioned review) (JourRaRl.976)

B.A. Cardoso, S.F. de Almeida, A.B.A. Laranjeira, @armo-Fonseca, J.A. Yunes, P.J. Coffer,
J.T. Barata (2011). TAL1/SCL is down-regulated ufistone deacetylase inhibition in T-cell
acute lymphoblastic leukemia cells. Leukemia 29:(1878-1586. (Journal IF: 8.966)

A. Silva, A. Girio, I. Cebola, C.I. Santos, F. Anas, J.T. Barata (2011). Intracellular Reactive
Oxygen Species are Essential for PISK/Akt/mTOR-deleat IL-7-mediated Viability of T-cell
Acute Lymphoblastic Leukemia Cells. Leukemia 25 @90-967. (Journal IF: 8.966)

A. Batista, J.T. Barata, E. Raderschall, S.E. 8allaM. Nadler, N. Carlesso, A.A. Cardoso
(2011). Targeting of active mtor inhibits primagukemia T-cells and synergizes with cytotoxic
drugs and signaling inhibitors. Experimental Hertwgp 39 (4): 457-472. (Journal IF: 3.198)

Invited Lectures and Seminars
J.T. Barata. Mr Hyde revealed: IL-7/IL-7R signalimgacute T-cell leukemia. Department of Cell

Signalling and Immunology, College of Life Sciencemiversity of Dundee, Dundee, UK, 20
September 2011.
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J.T. Barata. Transducdo de sinal em leucemia: nedwss moleculares — futuras terapias?
Ciéncia e Ensino — 100 anos da FMUL (Celebratidrthe 100th Anniversary of the Faculty of
Medicine of Lisbon University), Faculdade de Med&ida Universidade de Lisboa, 6-7 May
2011.

J.T. Barata. Leucemia e transducéo de sinal: ataséumorais também ouvem. 10 Encontro de
Biologia Molecular em Saude, Escola Superior ded8dtgas Moniz, Caparica, Portugal, 18-19
March 2011.

J.T. Barata. Lectures Signal Transduction Abematim Cancer and’Novel' Concepts in Cancer
Signal Transduction. Advanced Course on Oncobigl®&yB PhD Program of the Center for
Neuroscience and Cell Biology (CNC), UniversityGdimbra, 21 February 2011.

Communications in International Conferences

J.T. Barata. Signals from the outside, signals freithin: finding new molecular therapeutic
targets in T-cell leukemia. International-attendéxtanbul Technical University 5th National
Molecular Biology and Genetics Student Congresgnkaul, Turkey, 19-22 August 2011.
(Invited speaker)

A.B. Silveira, P. Leal, B.A. Cardoso, B. NogueiRA. Yunes, S.R. Brandalise, N.I.T. Zanchin,
J.T. Barata, J.A. Yunes. Inhibition of PI3K serzgt T-ALL cells to chemotherapy. Targeting
PISK/mTOR Signaling in Cancer AACR Special ConfemnSan Francisco, CA, USA, 24-27
February 2011. (Poster presentation).

Communications in National Conferences

D. Ribeiro, C.l. Santos, M.C. Silva, A. Silva, Linégre, B.A. Cardoso, L.F. Moita, J.T. Barata.
STATS Activation is Required for IL-7-mediated Vility and Growth of Human Leukemia T-
cells. SINAL 2011 — 5th Annual Meeting on Cell Sadimg, University of Coimbra, Portugal,
28-30 April 2011. (Poster presentation).

Organisation of Conferences

J.T. Barata was a Member of the Scientific Committad Chair of Session 7, SINAL 2011 — 5th
Annual Meeting on Cell Signalling, University of {Gabra, Portugal, 28-30 April 2011.

J.T. Barata was a Member of Jury for the selectibthe best poster of the XXXVII Annual
Meeting of the Portuguese Society of Immunologystitato Gulbenkian de Ciéncia, Oeiras,
Portugal, 29-30 November 2011.

Internationalization

All the projects at the Cancer Biology Unit involgeme degree of collaborative work with
international research groups in Europe, UnitedeStand Brazil. Our publication track record
illustrates this extensively (for example, see 8041 list of publications). Our FCT funded
projects systematically include foreign researclhsrsonsultants or participants.
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Current collaborators include: Dr. J. Andres Yuri€entro Infantil Boldrini, Campinas, SP,

Brazil), Prof. Paul Coffer (Utrecht University Medil Center, The Netherlands), Prof. Jules
Meijerink (Erasmus MC Rotterdam - Sophia Childreidaspital, The Netherlands), Dr. Ben

Seddon (National Institute for Medical Researcmdan, UK), Prof. Adolfo Ferrando (Columbia

University, New York, NY, USA), Dr. Scott Durum (Manal Cancer Institute, Frederick, MD,

USA), and Dr. Nick Leslie (Dundee University, UK).

The lab head, Dr. J.T. Barata, is regularly invitedjive talks at research institutes abroad and at
international meetings (e.g. see meeting in IsteimbA011). Furthermore, Dr. Barata was asked
to act as referee for prestigious internationalrjals (including The Journal of Clinical
Investigation, Blood, Leukemia, etc). He is an Agate Editor of the American Journal of
Cancer Research since October 2011 and ad hoo®é&dtitor for Leukemia.

In addition, the Cancer Biology Unit welcomes reglyl foreign students (e.g. in 2011 -
undergrad SCORE internship).
Prizes, honours and awards
2011 Pfizer Award on Clinical Research. Sociedads @iéncias Médicas de Lisboa to D.
Ribeiro, N. Correia, B.A. Cardoso, L.M. Sarmental dtil. Barata.
Advanced teaching

J.T. Barata lectured the topics Signal Transdudiibarrations in Cancer and’Novel’ Concepts in
Cancer Signal Transduction. Advanced Course on Rlalogy, BEB PhD Program of the Center

for Neuroscience and Cell Biology (CNC), UniversiiyCoimbra, 21 February 2011.

MD students from FMUL and Universidade do Algarvergrhosted in the lab during 2011.

Science and Society

Members of the Cancer Biology Unit hosted a sclvigit from high school students to the Unit
in order to explain the aims and strategies ofrtisearch performed in the lab and to demonstrate
some of the technical approaches used. The Unitraisted a high school student from Egipt for
a three-week internship. Likewise, an MD studeatrflUniversidade do Algarve.

Master and Ph.D. thesis completed
PhD Thesis

Bruno Cardoso (2011). PhD Thesis “IL-4 and TALL1Tircell acute lymphoblastic leukemia:
studies on the participation of microenvironmentaks and cell-autonomous alterations in
leukemogenesis”. Faculdade de Medicina da Univadsidde Lisboa. Supervisor: J.T. Barata.
Co-supervisor: L. Parreira.
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Cell Biology Unit

Description and Objectives

Understanding the genomic programme of the humganism requires knowledge of how the
information encoded in DNA is processed to genarassenger RNAs that can be translated into
proteins, the building blocks of the different tiss in the body. In the cell, extensive
modification and alternative processing of the iahitproducts of gene transcription can
profoundly affect the diversity and function of thmteins that are generated from a single gene.
Our lab is interested in identifying mechanisms neRNA biogenesis to better understand
diseases caused by errors that affect these pescddaking use of a multidisciplinary approach
that combines live-cell microscopy, computationaldeling, molecular biology, biochemistry
and bioinformatics, our group developed expertisstidy how the dynamic properties of RNA-
protein complexes contribute to post-transcriptiggme regulation.

Head of Unit

Maria Carmo-Fonseca, MD, PhD — Full Professor, FMUL

Principal Investigators

Francisco Enguita, PhD - Auxiliary Professor, FMUL
Sérgio de Almeida, PhD — Post-Doc Fellow, FCT

Research Team

Teresa Carvalho, MIPhC

Auxiliary Professor, FMU

Joana Desterro, PI

Auxiliary Professor, FMU

Célia Carvalho, PhD

Auxiliary Professor, FMUL

Noélia Custoédio, Ph

Auxiliary Professor, FMU

Sandra Martins, PhD

Auxiliary Professor, FMUL

José Rino, PhD

Investigator, IMM

Rute Marcelino, M.Sc

Invited Investigator, IMM

Robert Manfred Martin, Ph

Pos-Doc Fellowship, FC

Ana Rita Grosso, Pr

Pos-Doc Fellowship, FC

Marina Costa, Ph

Pos-Doc Fellowship, FC

Jorge Andrac

PhD Fellowship, FCT (left in 201

Rita Mendes de Almeida

PhD Fellowship, FCT

Filipa Martins

Masters Student, FCL

Ana Claudia Raposo, MSc

Research trainee, IEFP

Marco Pinheir

ERASMUS,University of Manchester, U

Marisa Cabrit

Technician, FMUI

Sérgio Marinho

Technician, FMUL

Silvia Carvalh

Technician, IMN
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Research Areas

Cell and Molecular Biology; Biogenesis of messerigiA; RNA splicing; Diseases of RNA
metabolism

Major scientific achievements

It has long been realized that introns stimulateNARproduction, but precisely how splicing may
influence transcription remains unclear. Early smadroposed that components of the splicing
apparatus stimulate transcription elongation thhodigect interaction with elongation factors. A
more recent study suggests that splicing factorg faeilitate transcriptional elongation even
before participating in spliceosome assembly. Wengeto determine how inhibition of splicing
affects transcription dynamics using a combinatiof live-cell imaging, chromatin
immunoprecipitation and quantitative real-time P@Rproaches. Our data reveal that correct
spliceosome assembly is linked to RNAPII pausing tfanscriptional termination, and that
uncoupling these processes results in leakagespiioad transcripts to the nucleoplasm.

We have used the well characterized hufiighobin (HBB) gene as a model system to study in
real-time the dynamics of transcription by RNARMe engineered human osteosarcoma-derived
cells (U20S Tet-On) to stably express tetracyciimiicible B-globin transgenes integrated in
tandem in the genome. Six MS2 coat protein bindieguences were inserted in frame in exon3
of the HBB gene. We analyzed the dynamics of RNA&IIthe site of transcription using
fluorescence recovery after photobleaching (FRA®ntrasting to the full recovery of mCherry-
MS2 fluorescence intensity, which implies thattdtached RNAs have been released from the
DNA template and replaced by new MS2-containinggcaipts, the RNAPII-GFP signal failed to
recover to pre-bleach values. We consider it mkeshi that the immobile fraction corresponds to
RNAPII molecules paused downstream of the poly(# for termination. To determine whether
RNAPII molecules are paused downstream of the PQhite in our system, chromatin
immunoprecipitation (ChlP) was carried out to corep@NAPII density throughout tHeglobin
gene.

To investigate the effect of splicing inhibition &NAPII dynamics, we used a mutant variant of
B-globin that lacks completely the second intronthHese experiments splicing was inhibited due
to deletion of an intron that prevents recruitmefthe spliceosome. We next examined another
scenario of splicing inhibition in which spliceosantomponents are partially recruited. For this
we used spliceostatin A (SSA), a potent antitummmpound that targets SF3b, a multimeric
protein component of the U2 snRNP. SurprisinglyAPRexperiments performed in SSA-treated
cells reveal distinct results compared to thosaiobtl with the splicing mutant. Taken together,
our results indicate that SSA abolishes pausingMAPIl downstream the poly(A) site of tile
globin gene. Absence of RNAPII pausing at the 8-efh the gene is consistent with faster
dissociation from the template thereby explainihg tack of immobile fraction detected by
FRAP. Next, we were interested in determining whethe effect of SSA on 3'-end pausing of
RNAPII happens particularly in th@-globin gene or rather represents a more general
characteristic of human genes. The results sugbasttoupling between spliceosome assembly
for splicing and RNAPII pausing for transcriptiontgrmination is a novel general feature of
human genes. (Martins, Rino, et al. Nature Stiddl. Biol. 18: 1115, 2011)

Several lines of recent evidence support a rolecfopmatin in splicing regulation. We have
explored the possibility that splicing may influentistone modification, namely H3K36
trimethylation. If so, then the chromatin of exahsit are constitutively spliced should have
higher H3K36me3 enrichment than exons excluded lbgrrative splicing. This had been
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observed in C. elegans and mouse cells, but nbtiman cells. If splicing influences H3K36
trimethylation, another prediction is that intromxtaining and intronless genes should differ in
the marking.

We used chromatin immunoprecipitation coupled ghhthroughput sequencing (ChlP-seq) to
compare the distribution of histone H3 methylatianintron-containing and intronless genes
across the mouse and human genomes. Our results thlad irrespective of gene size and
expression level, H3K36me3 marking is significartiigher on intron-containing genes than in
intronless genes. This difference had not beenrebdebefore and suggests that the chromatin
landscape can be influenced not only by transorigbut also by splicing. To further investigate a
potential relation between H3K36me3, H3K4me3 an&#t8el modifications and splicing, we
used poly(A) RNA-seq data from mouse CD4+ CD8+ Tiscw identify genes with similar
expression levels that contain a second exon shaither constitutively included in the mature
transcript or is excluded by alternative spliciRgptting H3K36me3 signals across aligned first,
second and third exons revealed that the level36i36me3 remain relatively low from the TSS
to the first intron-exon boundary, raise sharplgrothe second exon when this is included, persist
constant over the second intron, and raise shagdn over the third exon. In contrast, genes
that contain an excluded second exon have muchexeaikichment of H3K36me3 levels at the
first intron-exon boundary. No significant diffe®s are detected in levels of H3K4mel and
H3K4me3 associated with included or excluded se@hs. These observations suggest that
splicing preferentially affects specific chromatiodifications, namely H3K36me3.

Because H3K36 trimethylation in mammalian cellscédalyzed by the Huntingtin-interacting
protein HYPB/Setd2 histone methyltransferase, wendeoed whether inhibition of splicing
affects recruitment of this enzyme to the chromafihlP experiments using anti-HYPB/Setd2
antibodies revealed a distribution pattern veryilgimto that of H3K36me3, suggesting that
recruitment of the histone methyltransferase anbseguent H3K36me3 modification are
splicing-dependent. According to this view, thedisvof HYPB/Setd2 and H3K36me3 associated
with alternatively spliced exons should increasemvthe splicing pattern is induced to shift from
exon exclusion to exon inclusion. To address thissibility, we took advantage of the CD44
gene that contains multiple clustered variant exdne splicing of which can be induced in
response to activation of signalling pathways. CeMperiments revealed that PMA treatment
significantly increased the levels of Pol Il, H3KB363 and HYPB/Setd2 in exons v5 and v10 but
not in the constitutive exons located upstreamdowinstream the alternative exons. In summary,
we observe that splicing inhibition in human cellmpairs recruitment of H3K36
methyltransferase HYPB/Setd2 and reduces H3K36mh8reas inclusion of alternative exons
has the opposite effect, increasing HYPB/Setd2uiguent and H3K36me3. We therefore
demonstrate that H3K36me3 marking is directly iaflaed by splicing and we propose a model
in which co-transcriptional pre-mRNA splicing enbaa H3K36 trimethylation by promoting the
recruitment of HYPB/Setd2 to elongating Pol Il. @llieneida et al. Nature Struct. Mol. Biol. 18:
977, 2011).

Recent Most Relevant Publications

Grosso, A.R., Gomes, A.Q., Barbosa-Morais, N.L.[d€&aa, S., Thorne, N.P., Grech, G., von
Lindern, M., and Carmo-Fonseca, M (2008) Tissueifigesplicing factor gene expression
signatures. Nucleic Acids Research 36: 4823-32n€§icited: 35)*

Braga J, Desterro JM, Carmo-Fonseca M (2004) leliidar macromolecular mobility measured
by fluorescence recovery after photobleaching withfocal laser scanning microscopes. Mol.
Biol. Cell 15: 4749-4760. (Times cited: 113)*
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Desterro, J., Keegan, L., Lafarga, M., Berciano] MO’Connell, M., and Carmo-Fonseca, M.
(2003) Dynamic association of RNA editing enzyméthuhe nucleolus. J. Cell Sci. 116: 1805-
1818. (Times cited: 87)*

Calapez, A., Pereira, H.M., Calado, A., BragaRihp, J., Carvalho, C., Tavanez, J.P., Wahle, E.,
Rosa, A.C., and Carmo-Fonseca, M. (2002) The intdaar mobility of messenger RNA binding
proteins is ATP-dependent and temperature-sensifiv€ell Biol. 159:795-805 (Times cited:
91)*

Calado, A., Tomé, F.M.S., Brais, B., Rouleau, GKihn, U., Wahle, E., and Carmo-Fonseca,
M. (2000) Nuclear inclusions in oculopharyngeal oular dystrophy consist of poly(A) binding
protein 2 aggregates which sequester poly(A) RNAmMEN Molecular Genetics 9:2321-2328.
(Times cited: 142)*

(*Google Scholar citations)

Ongoing Research Projects

2009/2012 Transcription-coupled mechanisms of gemgulation (FCT- PTDC/BIA-
BCM/101575/2008)
Pl: M. Carmo-Fonseca; total funding € 199.350,00.

2010/2013 The role of RNA polymerase Il in splicinggulation (FCT-PTDC/SAU-GMG/
113440/2009)
Pl: M. Carmo-Fonseca; total funding € 170.000,00.

2011/2014 Splicing-coupled mechanisms of chromatiodification and their global role in
transcription (PTDC/BIA-BCM/111451/2009)
Pl: Sérgio de Almeida; total funding € 146.000,00

2010/2013 Circulating miRNAs as a prognosis fattoracute cardiac infarction (CHLN-2010)
Pl: F.J. Enguita; total funding € 25.000,00.

Publications in peer review Journals

Carmo-Fonseca, M., Rino J. (2011) RNA seeds nubledies. Nature Cell Biol. 13 (2): 110-112.
(JIF: 19.527)

de Almeida, SF, Grosso, AR, Koch, F, Fenouil, Riv@ko, S, Andrade, J, Levezinho, H, Gut,
M, Eick, D, Gut, |, Andrau, JC, Ferrier P, CarmoaBeca, M (2011) Splicing enhances
recruitment of methyltransferase HYPB/Setd2 andhgiation of histone H3 Lys36. Nature
Struct. Mol. Biol. 18 (9): 977-983. (JIF: 13.69)

Martins, SB, Rino, J., Carvalho, T., Carvalho, ¥ashida, M., Klose JM, de Almeida, SF,
Carmo-Fonseca, M. (2011) Spliceosome assemblyugled to RNA polymerase Il dynamics at
the 3’ end of human genes. Nature Struct. Mol. .Bi8I(10): 1115-1123. (JIF: 13.69)
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Cardoso BA, de Almeida SF, Laranjeira A, Carmo-fmasM, Yunes JA, Coffer PJ and Barata
JT. “TAL1/SCL is down-regulated upon histone degleete inhibition in T-cell acute
lymphoblastic leukemia cells” Leukemia, 2011 Oc(i25:1578-86 (JIF: 9,0)

de Oliveira RM, Marijanovic Z, Carvalho F, MilténgM, Matos JE, Tenreiro S, Oliveira S,
Enguita FJ, Stone R, Outeiro TF. (2011) Impairedtgmstasis contributes to renal tubular
dysgenesis. PLoS One. 2011;6(6):e20854. (JIF: 4.41)

Invited Seminars

Carmo-Fonseca, M. The exosome and its role in RNi¥edllance. Stockholm University, 11
February 2011.

Carmo-Fonseca, M. Why is pre-mRNA processing calfidranscription? The Wellcome Trust
Centre for Cell Biology, The University of Edinbirgl4 February 2011.

Carmo-Fonseca, M. Genes e genomas — na fronteira @rMedicina e a Biologia Molecular
Universidade Estadual Paulista, Campus de BotuBa&zjl, 21 September 2011.

de Almeida SF. “Global regulation of transcriptitmy local histone modifications” CBAA
Seminars, Centro de Botanica Aplicada a Agricultuirsstituto Superior de Agronomia,
December 20, 2011. Invited speaker

de Almeida SF. “Uso de drogas e engenharia genética como armas terapéuticas no combate a
Atrofia Muscular Espinhal” VI Mini Congresso de @@#a, Rio Maior, April 8, 2011 - Invited
speaker.

Communications in International Conferences

the EMBO Workshop on Chromatin structure, orgamzatand dynamics. Prague, Czech
Republic, April 9-13, 2011.

Carmo-Fonseca, M. Co-transcriptional RNA checkmoimivited lecture presented at the 36th
FEBS Congress. Torino, Italy, June 25-30, 2011.

Carmo-Fonseca, M. et al. The communication betvegdicing and chromatin is bi-directional.
Invited lecture presented at the 19th Annual Iragomal Conference on Intelligent Systems for
Molecular Biology & 10th European Conference on @atational Biology. Vienna, Austria,
July 15-16, 2011.

Carmo-Fonseca et al. Transcription and splicinggiaalive in mammalian cells. Invited lecture
presented at the INSERM Workshop on Emerging tootpuantitative fluorescence microscopy
for systems biology. Lisboa, September 4-6, 2011.

de Almeida SF et al. “Splicing enhances recruitmehimethyltransferase HYPB/Setd2 and
methylation of histone H3 Lys36” Workshop “Frontidn Epigenomics” Baeza, Spain, October
17-19, 2011. Oral communication
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de Almeida SF et al. “Dynamic methylation of histoH3K36 is splicing-dependent” Eurasnet
Meeting on Alternative Splicing Granada, Spain. rbaby 28-March3, 2011. Oral
communication

de Almeida SF et al. “Splicing enhances recruitmehimethyltransferase HYPB/Setd2 and

methylation of histone H3 Lys36” Workshop “Frontdn Epigenomics” Baeza, Spain, October
17-19, 2011. Poster presentation

Organisation of National and International Confererces

Carmo-Fonseca, M. co-organized the INSERM Atelerf=drmation #210 on Emerging tools in
guantitative fluorescence microscopy for systernfolly. Lisboa, September 4-6, 2011.

M. Carmo-Fonseca co-organized the EMBO Conferenede$ on Nuclear structure and
dynamics. L'isle sur la sorgue, France, SeptemBeCtober 2, 2011.

Internationalization

Participation in an EC-funded Initial Training Netwk (FP7, People) entitled “RNPnet: RNP
structure, function and mechanism of action”.

Collaboration with Prof T. Kirchhausen at Harvareédital School on a project entitled “Real-
time imaging of splicing in living cells”.

Host lab for the following ERASMUS students:

1) Jasmin Klose, MSc student from the Universitypoisburg-Essen, Germany
2) Marco Pinheiro, Bs student from the UniversityManchester, UK

Prizes, honours and awards
Prémio Pfizer 2011 awarded to Sérgio de Almeida
Maria Carmo-Fonseca was awarded a visiting profebmat Harvard Medical School.
The 2011 Jodo Porto Grant for research in Cardyo({@grtuguese Society for Cardiology) was
awarded to N. Cortez-Dias, F. J. Enguita, M. CoBtaCarrilho-Ferreira, C. Calisto, J. Carvalho
de Sousa, J. Cravino, R. Ferreira, M. Mendes, Finlo, M. Filza, J. de Sousa, A. Nunes Diogo.

"miRNAs na fibrilhacdo auricular".

Francisco J. Enguita was awarded a COST fellows$bipvisiting the National Center for
Cardiovascular Research, Madrid, Spain. July 2@0QST-STSM-BM0804-170711-010478).
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Advanced teaching

Carmo-Fonseca, M. Biologia molecular e genoma hemafestrado em Genética Forense,
Instituto de Medicina Legal, Lisboa, 7 Janeiro 2011

Enguita, F.J. lectured "miRNAs: master regulatofscall biology". Gulbenkian Program for
Advanced Medical Education, Instituto GulbenkianGiéncia, October 4, 2011.

Enguita, F.J. lectured "miRNAs and aging". MasteMiolecular and Cell Biology, University of
Coimbra, April 11, 2011.

Enguita, F.J. lectured and organized "Get the Wesmh your sequences". CAML PhD.
Programme advanced courses, Instituto de Mediciol@ddlar, March 9-10, 2011.

Enguita, F.J. organized "miRNAs and non-coding RNAsell biology and human disease".
CAML PhD. Programme advanced courses, InstitutdVigglicina Molecular, October 13-14,
2011.

Science and Society

Carmo-Fonseca, M. Biologia Sintética: uma versaxdieal de Frankenstein. VII Conferéncia
Industria Farmacéutica “Os Desafios da InovacaoSistemas de Saude”, Lisboa, 20 Janeiro
2011.

Carmo-Fonseca, M. Da Biologia Molecular ao Fet®ithposio Gravidez depois dos 40 anos,
Hospital da Luz, Lisboa, 25 Fevereiro 2011.

Carmo-Fonseca, M. Uma Medicina, Varios caminho8.3éminario de Saidas Profissionais,
Associacdo dos Estudantes da Faculdade de Medlaindniversidade de Lisboa, Lisboa, 27
Fevereiro 2011.

(;armo-Fonseca, M. Investigacdo com células estasniG@anferéncia Conselho Nacional de
Etica para as Ciéncias da Vida, Porto, 17 Maio 2011

Carmo-Fonseca, M. O potencial das sinergias Undems-Indistria. Seminario “Inovacao
Biofarmacéutica: por uma Europa mais competitivebta, 24 Maio 2011.

Carmo-Fonseca, M. Escutar a Sociedade - Invesbga¢l Encontro Luso-Espanhol de
Fundacgdes, Evora, 20 Outubro 2011.

Carmo-Fonseca, M. Inovacgéo e Desenvolvimento. €énéa Anual do INFARMED, Lisboa,
10 Outubro 2011.
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Francisco J. Enguita. Science road-show. InstiEgpafiol de Lisboa Giner de los Rios, 15
Fevereiro 2011.

Master thesis completed
Master thesis

Ana Claudia Raposo, MSc in Biologia Molecular e &@a, Faculdade de Ciéncias da
Universidade de Lisboa. September 2011. (Final &12420) Supervisor: Sérgio F. de Almeida.

Fernando Magalhdes Martins. (2011). silico analysis of mIRNA promoters. Master in
Bioinformatics and Computational Biology, Facultyf &ciences, University of Lisbon.
Supervisor: Francisco J. Enguita.



98 | 2011 IMM Activity Report
Cell Biology of the Immune System Unit
Major interests / Objectives
The general unifying goal of our research unibisise unbiased functional genomic and genetic

tools to identify and characterize human and maesees and signaling pathways that regulate
central processes of an immune response, theattaagd role in am vivoimmune response.

Head of Unit

Luis Ferreira Moita, M.D., Ph.D. Assistant ProfessioFMUL

Principal Investigators

Angelo Chora, Ph.D. Post-Doc Fellowship, FCT

Research Team

Maria Helena Raquel, PhD

Post Doc Fellowship, FC

Raquel Rodrigues, PhD

Post Doc Fellowship, FCT

Ana Neve-Costa, Phl

Post Doc Fellowship, FC

Catarina Moita, PhD

Post Doc Fellowship, FCT

Iris Cadimé Couto, Phl

Post Doc Fellowship, FC

Dora Pedroso, Pr

Technician Fellowship, FC

Nuno Figueiredo, MD

MD, PGFMA

Richard Staats, MD

MD, Lung Specialist at HSM

Susana Moreira, MD

MD, Lung Specialist at HSM

Keywords/Research Areas

Innate Immunity; Antigen Cross-Presentation; Seps@cer; Multiple Sclerosis; Sleep

Major scientific achievements

The anthracycline epirubicin triggers an ATM-deperdt protective response against sepsis
Sepsis remains a poorly understood systemic inflatmrp condition with high mortality rates
and limited therapeutic options in addition to ergsupport measures. Most often, sepsis is
triggered by a bacterial infection that causes ssige production of pro-inflammatory mediators,
including theinitial critical tumor necrosis factor (TNF) andénleukin B (IL-1p), leading to the
activation of spiraling signaling cascades ultihatausingmulti-organ failure and death. We
have used a drug screen to identify the clinicafpproved group of anthracyclines as potiant
vitro inhibitors of two key initiators of sepsis, TNFdii_-1f. In vivo, anthracyclines confer
strong protection against severe sepsis inducedebgl ligation and puncture€€LP) in mice.
This protective effect relies on the induction afaphagy and on an anti-inflammatory program
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that increase the tolerance to infection withodurng bacterial burden. Using an shRNA-based
screen we identified the Ataxia Telangiectasia Meata(ATM) as a mediator dhe protective
effect of anthracyclines. ATM deficienA{m™) mice are refractory to this protective effect
succumbing to severe sepsis with similar kineticthe non-treated wild-type mice. Our results
have identified the group of anthracyclines asatffe therapeutic options in sepsis, and ATM as
a potential molecular target in inflammation-drivanditions.

The anthracycline epirubicin triggers an ATM-depemtd protective response against severe
sepsis.Nuno Figueiredo, Angelo Chora, Helena Raquel, Arevds-Costa, Catarina Moita,
Hafeez Faridi, Jodo A. Ferreira, Paulo Costa, Ri#a50zzelino, Jimmy L. Zha¥ineet Gupta,
Miguel P. Soares, Margarida Gama-Carvalho, DawtliBoreand Luis F. MoitaSubmitted for
publication.

The anthracycline epirubicin triggers an ATM-depemtd protective response against severe
sepsis- Patent application filedSeptember'§ 2011)

Recent Most Relevant Publications

Cebrian |, Visentin G, Blanchard N, Jouve M, BobArdVoita C, Enninga J, Moita LF,
Amigorena S, Savina A. Sec22b regulates phagosmmiiration and antigen crosspresentation
by dendritic cells.

Cell. 2011 Dec 9;147(6):1355-68. (Journal IF: 32.40@atiins: 0)

Richard A. Colvin, Terry K. Means, Thomas J. Didfach,Luis F. Moita, Robert P. Friday,
Sanja Sever, Gabriele S.V. Campanella, TabithazZis&i, Lindsay A. ManiceCatarina

Moita, Norma W. Andrews, Dianging Wu, Nir Hacohen, anttfew D. Luster. Synaptotagmin
mediated vesicle fusion regulates cell migration.

Nature Immunology 2010, Jun;11(6):495-502. (Journal IF: 25.934ai&ins: 8)

Ostrowski, M., Carmo, N.B., Krumeich, S., Fanget,Raposo, G., Savina, A., Moita, C.F.,
Schauer, K., Hume, A.N., Freitas, R.P., Goud, Ben&och, P., Hacohen, N., Fukuda, M.,
Desnos, C., Seabra, M.C., Darchen, F., Amigoren®&@&ta, L.F.*, Thery, C.*. Rab27 controls
constitutive exosome secretion.

Nat Cell Biol. 2010 Jan;12(1):19-30. *Corresponding authorsur@ll IF: 19.407, Citations: 44)

Savina, A., Peres, A., Cebrian, I., Carmo, N., Mlpoi€C., Hacohen, N.Moita, L.F., and
Amigorena, S. Rac2 controls phagosomal alkalirdmatand crosspresentation selectively in
CD8+ dendritic cells.

Immunity, 2009 Apr;30(4):544-55. (Journal IF: 24.221, Gitas: 33)

Oberdoerffer, S.Moita, L.F., Neems, D., Freitas, R.P., Hacohen, N., Rao, AQuRion of
CD45 alternative splicing by heterogeneous ribospatotein, hnRNPLL.
Science 2008 Aug 1;321(5889):686-91. (Journal IF: 31.3Zifations: 41)
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Ongoing Research Projects

2009 — 2011 Immunological basis for the associatibnhypersomnic sleep disorders and
cardiovascular disease, FCT. Coordinator: LuisédtarrMoita (PIC/IC/82991/2007) - 170.795
Euros

2010 — 2013 Role of ASF/SF2 and SRp20 in fLskcretion, FCT Coordinator: Luis Ferreira
Moita (PTDC/SAU-MI1/100780/2008) - 198.591 Euros

2011 - 2014 - Role of newly identified genes invino antigen cross-presentation-dependent
generation of CTL responses against tumors. FCBrddaator: Angelo Chora / Luis Ferreira
Moita (PTDC/SAU-IMU/110303/2009) — 136.840 Euros

Publications in peer review Journals

Cebrian |, Visentin G, Blanchard N, Jouve M, Bobdd Moita C, Enninga JMoita LF,
Amigorena S, Savina A. Sec22b regulates phagosoraalration and antigen crosspresentation
by dendritic cellsCell. 2011 Dec 9;147(6):1355-68. (Journal IF: 32.40@atiins: 0)

Dony Maiguel, Mohd Hafeez Faridi, Changli Wei, Ydslo Kuwano, Keir Balla, Dayami
Hernandez, Constantinos J. Barth, Geanncarlo LMgoy Donnelly, Ali Nayer Luis F. Moita,
Stephan Schirer, David Traver, Phillip Ruiz, Rabdrt Vazquez-Padron, Klaus Ley, Jochen
Reiser and Vineet Gupta. Small molecule mediatédaton of integrin CD11b/CD18 reduces
inflammatory diseasescience Signaling2011 Sep 6;4(189):ra57. (Journal IF; 6.354, itest

3)

Pedro Moura-Alves, Ana Neves-Costa, Helena Raglekesa Raquel Pacheco, Bruno
D'Almeida, Raquel Rodrigues, Iris Cadima-Couto, AlsgChora, Mariana Oliveira, Margarida
Gama-Carvalho, Nir Hacohen ardiis F. Moita. An shRNA-Based Screen of Splicing
Regulators Identifies SFRS3 as a Negative RegulatoriL-18 Secretion. PLoS One
2011;6(5):€19829. Epub 2011 May 17. (Journal 1#14, Citations: 0)

Communications in International Conferences
Luis Ferreira Moita. Cold Spring Harbor Asia. Irtfien and Immunity. Suzhou, China.
September 8 — 12, 201The anthracycline epirubicin triggers an ATM-depegrdt protective
response against severe sepBisst Poster Award.
Organisation of Conferences
Lus Ferreira Moita

January 2009 — July 2011
Coordinator of IMM external seminars.
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Internationalization

Cebrian I, Visentin G, Blanchard N, Jouve M, Bobakd Moita C, Enninga J, Moita LF,
Amigorena S, Savina A. Sec22b regulates phagosomaalration and antigen crosspresentation
by dendritic cells.

Cell. 2011 Dec 9;147(6):1355-68. (Journal IF: 32.40@atiins: 0)

Dony Maiguel, Mohd Hafeez Faridi, Changli Wei, Ydslo Kuwano, Keir Balla, Dayami
Hernandez, Constantinos J. Barth, Geanncarlo LMgwy Donnelly, Ali Nayer, Luis F. Moita,
Stephan Schirer, David Traver, Phillip Ruiz, Rabdrt Vazquez-Padron, Klaus Ley, Jochen
Reiser and Vineet Gupta. Small molecule mediatédatmn of integrin CD11b/CD18 reduces
inflammatory disease.

Science Signaling2011 Sep 6;4(189):ra57. (Journal IF: 6.354, ©itet 3)

Patents/prototypes

The anthracycline epirubicin triggers an ATM-deperdt protective response against severe
sepsis Patent application filed (Septembét 2011)
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Clinical and Translational Oncology Research Unit

Major interests / Objectives

Our Unit major interests are to study the mechasisfiinvasion and progression of solid tumors
in bone; determining the existence of a molecuigmature of bone metastization; unravel new
“partners” and mechanisms of the “vicious cycle” lmfne metastases, to identify prognostic
and/or predictive markers, and therapeutic targets.

We are also interested in the mechanisms of inmaaitd progression of colorectal cancer in
liver, and identifying a molecular signature ofa@ctal cancer metastization. Also to determine
if chemotherapy-induced cell senescence may btedeleith rectal tumors relapse.

Another objective of our Unit is to understand hdawmors modulate the sensitivity to
antineoplastic agents such as topoisomerase iatsbisomatostatin analogues and aromatase
inhibitors.

Head of Unit

Luis Costa, MD, PhD — Director of the Oncology Bien, HSM; Auxiliary Professor, FMUL

Research Team

Teresa Raquel Pacheco, PhD

Auxiliary ProfessotJEM

Ana Cristina Sant(, PhD

Auxiliary Investigator FMUL

Sandra Casimiro, PhD

Post Doc Fellowship, FCT

Joana Tat-Costz:

PhD Fellowship, FC

Irina Alho PhD Fellowship, FCT
Isabel Fernandes, MD Medical Oncologist, HSM
Inés Luis, MD Oncology Fellow, HSM

Joana Ribeiro, MD

Oncology Fellow, HSM

Margarida Matias, M|

Oncology Fellow, HS!

Mafalda Peres, M

Oncology Fellow, HS!

Ricardo Pire Technician, FC

Keywords/Research Areas

Bone metastases; bone “vicious cycle”; colorectaicer metastases; chemotherapy-induced cell
senescence.

Major scientific achievements

In 2011 we could demonstrate for the first time plhesence in human bone metastases of a bone
metastasis gene expression signature previoushifiéel using human breast cancer cells in a
mouse model. Importantly, our data supports theperative function of these proteins in the
bone microenvironment, and the potential functiawég of these genes in the establishment of
bone metastases in vivo.
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In the context of our projects we successfully @ased our repository of human tumor samples.
Clinicians (Oncologists, Pathologists, Surgeons) kfie sciences researchers are committed in
this task, creating a network, starting at the 8wyioncology Departments and ending in our
Lab. We are also strongly dedicated to provide sctp research projects assigned to Oncology
fellows from HSM. During 2011, two new projects waémplemented.

The diffusion of hot topics in translation oncoloigy is also one of our priorities. The Oncology
Series organized in 2011 was a success, as impieyears, gathering together basic researchers
and clinicians in a same audience.

Recent Most Relevant Publications

Casimiro S, Luis I, Fernandes A, Pires R, Pint@GApveia AG, Francisco AF, Portela J, Correia
L, and Costa L (2012) Analysis of a bone metastgsise expression signature in patients with
bone metastasis from solid tumors. Clin Exp Metast29, 155-164, published online in 2
December 2011. (Journal IF: 4.113, Citations: N.A.)

Ha N et al. (2011) Lactoferrin- Endothelin-1 Axisof@ributes to the Development and
Invasiveness of Triple Negative Breast Cancer Plypes. Cancer Res 71(23), 7259-7269
(Journal IF: 8.234, citations: 0)

Luis I, Casimiro S, Ribeiro J and Costa L (2010)edoonic Acid: Its Use in the Treatment of
Breast Cancer. Clinical Medicine Insights: Therdjpsw2, 903-926. (Journal IF: N.A., Citations:
0)

Casimiro S, Guise TA, Chirgwin J (2009) The criticale of the bone microenvironment in
cancer metastases. Mol. Cel. Endoc., 310, 71-80rial IF: 4.119, citations: 21)

Costa L, Major PP (2009) Effect of bisphosphonategpain and quality of life in patients with
bone metastases. Nat. Clin. Prac. Oncol., 6(3);11/83 (Journal IF: 8.08, citations: 31)
Ongoing Research Projects

2011/2014 Multi-Functional Bone Seeking Agents fbe Treatment of Skeletal Metastatic
Disease, FCT. Coordinator: Luis Costa. PTDC/QUI-QW$5712/2009, €36 300

2011/2014 Molecular markers in multiple myelomayhitis. Coordinator: Inés Luis, €5 000
2011/2014 Mechanisms of invasion and progressianetastatic bone disease and outcomes in
HER2 positive metastatic breast cancer. FCT and/dtddrMedical School. Coordinator: Inés
Luis. HMSP-ICS/0004/2011, €400 000

2011/2012 Senescence in rectal cancer. Coordirai®:Costa. Merck, €20 000

2011/2012 D-dimmers in gastric cancer. CHLN-SaAefntis. Coordinator: Inés Luis, € 5 000

2009/2012 Prognostic Signatures in Colorectal Can¢e&CT. Coordinator: Luis Costa.
PIC/IC/82821/2007, €183 600
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Publications in peer review Journals

Coleman R, Costa L, et al. (2011) Consensus oruthiéy of Bone Markers in the Malignant
Bone Disease Setting. Critical Reviews in Oncolbigyhatology 80(3), 411-32 (Journal IF:
4.689, citations: 0)

Ha N et al. (2011) Lactoferrin- Endothelin-1 Axisoiributes to the Development and
Invasiveness of Triple Negative Breast Cancer Plypes. Cancer Res 71(23), 7259-7269
(Journal IF: 8.234, citations: 0)

Costa L, Harper P, Coleman R, Lipton A (2011) Aaticer evidence for zoledronic acid across
the cancer continuum. Critical Reviews in Oncolétgrhatology 77(1), S31-7 (Journal IF: 4.689,
citations: 3)

Lipton A, Costa L, Coleman RE (2011) Bone Turnowearkers: Tools for prognosis and
monitoring response to bisphosphonates. Breast2DEL Dec. 5 [Epub ahead of print] (Journal
IF: N.A,, citations: N.A.)

Invited Lectures and Seminars

Costa L. Clinical Impact of Bone-Targeted Theragie<Cancer. Gregorio Marafion Hospital,
Madrid. January 17, 2011

Costa L. Established Benefits of Bisphosphonatdsarly Breast Cancer. Special lecture at the
8th Kyushu Regional Meeting of the Japanese Br@aster Society, Japan February 19- 2011

Costa L. Metastases Prevention in Breast Cancetet@k Care Academy; Madrid; February 25,
2011.

Costa L. Molecular Therapy in Breast Cancer witm&dvetastases. The 1st Global Cancer
Genomics Consortium. TMC Symposium: the interfaeeveen genomics and cancer medicine.
Mumbai, India (2011)

Casimiro, S. Pathophysiology of bone metastasesXIX3ongresso Nacional de Ortopedia e
Traumatologia, 19th October 2011, Lisbon, Portugal.

Communications in International Conferences
Ribeiro J, Luis | Correia L, Casimiro S, Fernande®uintela A, Mestan J, Ramos M and Costa
L. Correlation between aromatase expression in stata and primary breast cancer. Santo
Antonio Breast Cancer Symposium. San Antonio, Ted&A, December 6-10, 2011.

Communications in National Conferences

Tato-Costa J, Casimiro S, Fernandes A, Costa L. ifiqgact of therapy-induced cellular

senescence in rectal cancer: a retrospective sStUB\WD Students Meeting IMM/CAML, Lisbon
October 17-18, 2011.
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Organisation of Conferences

Costa, L. organized the Oncology Series 2011 tinstde Medicina Molecular, Lisbon, Portugal.
Invited speakers and title of Conferences:

- Michael Rogers, “Biophosphonate drugs: mechanisfaction in bone diseases and
potential anti-tumour properties”. January 24, 2011

- Robert J. Motzer, “Targeted Therapy for Advancetkl Cell carcinoma”. May 5, 2011.

- Fernando Schmit, Miguel Martin and Rakesh Kurti@iriple Negative Breast Cancer”.
October 27, 2011.

Internationalization

During 2011 we integrated the Global Cancer Gensn@@onsortium that aims to facilitate

student and faculty academic exchanges and resealieborations in the areas of breast and
other cancers through the application of high-tgteput genomic, proteomic, structural and
bioinformatic technologies to human cancer specgnen

Advanced teaching

In 2011, L. Costa (Chairman) and S. Casimiro, lisLJ. Ribeiro, I. Fernandes, A. C. Santos
(Invited Professors), participated in the orgamiratind lecturing of Oncobiology, a mandatory
course for the 3rd year Medical students from FMUhe main goal of this course is to highlight

the clinical impact of understanding molecular aetular mechanisms operating in cancer, and
to learn on cancer diagnosis, prognosis and thetiage always connecting with the biological

viewpoints.

Master thesis completed

Sofia de Figueiredo Ribeiro, 2010/2011, FMUL, Masthlesis: “Development of anti-RANKL
targeted therapies for bone metastatic diseas@er8igor: Sandra Casimiro

Rui Pedro Lourengo Teixeira, 2010/2011, FMUL, Ma8tkesis: “The role of metalloproteinase-
1 in cancer metastasis”. Supervisor: Sandra Casimir
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Developmental Biology Unit

Major interests / Objectives

The research work being developed at the DBU aingducidate the molecular mechanisms that
regulate the genesis of neurons in vertebrate emsbr@ur goal is to understand how the
establishment of neural precursors is regulatedrariebrate embryos, how these cells are
maintained throughout development, and how theg gise to the multitude of neurons that
compose the adult CNS. A better knowledge aboutetfendamental mechanisms is a pre-
requisite for the future development of cellulagrdpies to treat neurodegenerative diseases.

An additional area of research at the DevelopmeBitalbgy Unit is aimed at investigating the
molecular mechanisms underlying the establishmémilwipotency in embryonic stem cells,
focusing on the central role of Nanog in these b networks.

Head of Unit

Domingos Henrique, PhD — Investigator, FMUL

Research Team

Elsa Abranches, PhD Post Doc Fellowship, FCT

Catarina Ramos, Pt Post Doc Fellowship, FC

Claudia Gaspar, PhD Post Doc Fellowship, FCT

Alexandra Rosa, Ph Post Doc Fellowship, FC

Filipe Vilas-Boas, PhD Post Doc Fellowship, FCT

Aida Costa PhD Fellowship, FCT

Sara Ferreira Technician, Fellowship IGC

Ana Guede MSc Student, FCUL (left in September 20
Inés Hondrii MSc Student, FCUL (left in September 20
Joana Neves MSc Student, FCUL (left in Septembgdp
Ricardo Miragai MSc Student, FCUL (left in September 20

Keywords/Research Areas

Spinal Cord and Retina Neurogenesis

Cell and Molecular Biology of Notch signalling
Stem cell biology

Pluripotency

Major scientific achievements

= Establishment of a novel reporter to monitor Nad@mnalling in neural progenitors, with
single-cell resolution, reported in a paper puldiésin BMC Biology

= Characterization of the neural phenotype due td D#letion in the developing neural
retina and spinal cord of mouse embryos. Manusiripteparation.
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= Establishment of ES cell lines with a Nanog flucesg reporter and characterization of
the dynamic behavior of the pluripotent networlEfa cells. Manuscript submitted.

» Organization of the major national meeting on Neai@nces, with ca. 300 participants.

= Training of 4 master's students, and organizatibrtws advanced courses for PhD
students, with participation of 8 international akers.

= QOrganization of the EpiSeminar series at IMM (biekly), with participation of ca. 15
national speakers.

= Organization of the Chalk Talk series at IMM (biekdy), with participation of ca. 20
Pls from IMM as speakers.

Recent Most Relevant Publications

Vilas-Boas, F., Fior, R., Swedlow, J.D., StoreyGK.Henrique, D. (2011): “A novel Reporter of
Notch Signalling indicates regulated and random cNotActivation during Vertebrate
Neurogenesis”. BMC Biology, 9:58. (Journal IF 205®0)
www.biomedcentral.com/1741-7007/9/58 (on 1/2/1848.accesses since 31/8/11)

Ramos C, Rocha S, Gaspar C, Henrique, D. (2010w¢" Notch ligands, DII1 and Jagl, are
differently restricted in their range of action ¢ontrol neurogenesis in the mammalian spinal
cord”; PLoS One 24;5(11):e15515. (Journal IF 2G1,811)
www.plosone.org/article/info%3Adoi%2F10.1371%2Fjoaltpone.0015515

(4 Citations and 1.014 accesses on 1/2/12)

Abranches, E., Silva, M., Pradier, L., Schulz, Hummel, O., Henrique, D., Bekman, E. (2009):
Neural Differentiation of Embryonic Stem Cells vitro: a Road Map to Neurogenesis in the
Embryo”, PLos ONE4(7):€6286 (Journal IF 2010: 4,411)
www.plosone.org/article/info%3Adoi%2F10.1371%2Fjoaltpone.0006286

(32 Citations and 10.771 accesses on 1/2/12)

Rocha, S.F, Lopes, S.S., Gossler, A. and Henridue,(2009), DIl1 and Dll4 function
sequentially in the retina and pV2 domain of thimalpcord to regulate neurogenesis and create
cell diversity”; Dev. Biology 328:54-65 (Journal:|&,42)
www.sciencedirect.com/science/article/pii/S0012 3I®H0293

(11 Citations)

Henrique, D. Bally-Cuif, L. (2010) “A cross-discipary approach to understanding neural stem
cell in development and disease”, Developm8i#(12): 1933-8 (Journal IF 2008: 9,162)
http://dev.biologists.org/content/137/12/1933.short

Ongoing Research Projects

2010-2012 - “The dialetics of "Stemness": from by to mathematics”, Coordinator: Domingos
Henriqgue. PTDC/SAUOBD/100664/2008, €140.000.
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Publications in International Journals

Vilas-Boas, F., Fior, R., Swedlow, J.D., StoreyGK.Henrique, D. (2011): “A novel Reporter of
Notch Signalling indicates regulated and random cNotActivation during Vertebrate
Neurogenesis”. BMC Biology, 9:58. (Journal IF 205®0)
www.biomedcentral.com/1741-7007/9/58 (on 1/2/1848.accesses since 31/8/11)

Invited Lectures and Seminars

Henrique, D., Abranches, E., “Nanog and the plugpbstate in ES cells”, STEMBRYO 2011
Meeting- From Oocyte to Embryo: Workshop on EarharivMnalian Embryogenesis, Madrid,
October 26-28.

Organisation of Conferences

Henrique, D. co-organized the SPN Meeting 2011 igfacle Portuguesa Neurociéncias), May
26-28, Lisbon, Portugal.

Advanced teaching

Henrique, D. - organized the “Advanced Course omeRerative Medicine”, as part of the
Programa Gulbenkian de Formac&o Médica AvancadslAPAMM, Portugal, February 2%to
28",

Henrique, D. - organized the “Advanced Course owdipmental Biology”, as part of the
GABBA PhD program, Oporto University, IMM, PortugMarch 28' to April 1st.

Henrique, D. — Lectures on “Development of the pas/system” — Masters Program on
Neuroscience, Faculdade Medicina Lisboa

Abranches, E. — Course on Stem Cell Biology, Mestram Ciéncia Bioldgicas, Univ. Algarve,
Faro, October 20

Abranches, E., Lectures on "Neural differentiationvitro and in vivo" , FCUL Mestrado
Biologia e Tecn. das Células Estaminais , Octobéd 2
Science and Society

Domingos Henrique is a member of the Conselho Matipara a Procriacdo Medicamente
Assistida (CNPMA), the regulatory authority for neally-assisted reproduction
(www.cnpma.org.pt).

Master and PhD thesis completed
Filipe Vilas Boas (2011): “Functional analysis dfet Notch signalling cascade in neural

progenitors”, Faculdade de Medicina da Universidatie Lisboa. Supervisor: Domingos
Henrique.
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Ricardo Miragaia (2011): “Proneural bHLH and cetipplation dynamcis in mouse retina”,
Mestrado em Biologia Molecular e Genética, Facudddd Ciéncias da Universidade de Lisbhoa.
Supervisor: Claudia Gaspar

Joana Neves (2011): “Regulation of DIl4 expressionells committing to differentiation in the
V2 domain of the developing spinal cord”, Mestradm Biologia Molecular e Genética,
Faculdade de Ciéncias da Universidade de Lisbqaer8igor: Catarina Ramos

Inés Hondrio (2011): “A novel reporter BHf5 expression to monitor the "stemness"ground state
in mouse Embryonic Stem cells”, Mestrado em Bidolylolecular e Genética, Faculdade de
Ciéncias da Universidade de Lisboa. Supervisoa Blsranches.

Ana Guedes (2011): “Monitoring the activity of thivtch pathway in neural progenitor cells”,
Mestrado em Biologia Molecular e Genética, Facuddde Ciéncias da Universidade de Lisboa.
Supervisor: Domingos Henrique



110 | 2011 IMM Activity Report

Embryonic Development of Vertebrates Unit

Major interests / Objectives

The design of the vertebrate body plan involvesctieation of asymmetries between the left and
the right side of the lateral plate mesoderm, itheotto correctly position the internal organs. In
addition, it also comprises the control of symmédistween the left and the right side of the
presomitic mesoderm to ensure the symmetric foonatf the somites and therefore the correct
allocation of symmetric body structures such as akial skeleton and skeletal muscles. We
would like to understand the cellular and molecutechanisms that control the left-right (LR)
asymmetric placement of internal organs and theatdsihl symmetric formation of
musculoskeletal elements in vertebrates. In additie are interested in make the bridge between
the fundamental developmental processes that we ba@en studying with the mechanisms that
have to be activated during regeneration upon sdugrry.

Head of Unit

Leonor Salde, PhD — Invited Auxiliary Professor, M

Research Team

Susana Pascoal, P Post Doc Fellowship, FC

Rita Fior, PhD Post Doc Fellowship, FCT

Ana Ribeiro, PhD Post Doc Fellowship, FCT

Raquel Mendes PhD Fellowship, FCT

Sofia Azeved PhD Fellowship, FC

Margarida Cristové BTI, FCT

Joana Lim BTI, FCT

Sara Fernand Master student, FCL

Lucia Barriga Negra Master student, ICBAS (lefDiacember 2011)
Pedro Henrique Visitor (left in September 201

Keywords/Research Areas

Left-right asymmetry
Somite formation
Tissue/organ regeneration
Cilia formation and function

Major scientific achievements

1. The regenerative capacity of zebrafish caudalrfiis not affected by repeated amputations
or ageing

We demonstrated that the zebrafish caudal fin inaal@ost unlimited capacity to regenerate.
Even after inhibition of regeneration caused by khes of Wnt/Batenin signalling, a new
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amputation resets the regeneration capacity withia caudal fin, suggesting that blastema
formation does not depend on a pool of stem/pragerdells that require Wnt/R-catenin
signalling for their survival.

This work was published iRlosOne.

2. Identification and expression analysis of two n@l members of the Mesp family in
zebrafish

We have completed the description of the Mesp faimilzebrafish, which will enable correct
genome annotation and facilitate further functiostddies on the role of these proteins in
zebrafish. The newly identifiechesp-aband mesp-bbare expressed in early mesoderm with
mesp-ab expression starting during late blastalgest and mesp-bb expression initiating later, at
the end of gastrulation. During somitogenesis, mo#ispgenes are expressed dynamically in the
anterior presomitic mesoderm. We showed that ttgmeatation clock program regulates
expression of these newly identified zebrafisbspgenes in a similar manner to their ohnologs,
mesp-aaand mesp-baWe also presented evidence that zebrafish, minmadvsalmon retained
these additionamespsafter the teleost whole genome duplication, winiledaka, stickleback,
fugu and tetraodon did not. We also showed thabalih expression and regulation of zebrafish
mespsappears highly comparable there is no conservatioon-coding regions to other teleosts.
This work is in press ifihe International Journal of Developmental Biology

3. Differentiation and movement of presomitic mesoerm progenitor cells are coupled by
Mesogeninl

We showed in zebrafish, using loss- and gain-otfion experiments and heat-shock
transgenics, that Msgnl acts with Spt to initiate drive the program of PSM differentiation.
Msgnl allows progression of the PSM differentiatiprogram by negatively regulating the
progenitor maintenance gengst and ntl. msgnlis itself positively regulated by Wnt/Ntl,
creating a negative feedback loop that may becatifor maintaining the progenitor population
until somitogenesis ends. We show, through livegimg, that Msgn1l also regulates the ventral
diving of progenitors as they move from the taildotb the PSM. Thus, in the conversion of
progenitors into PSM, differentiation is coupledwgell movement through Msgn1.

This work is being reviewed Development

4. Notch signalling controls pectoral fin developmet in zebrafish.

A functional pectoral fin is composed of an endoutral disk associated with skeletal muscle
fibres. We showed that in the absence of Notchadlign, the endocondral disk is not a cohesive
mass of cells and the skeletal muscle fibres beceme/ and lose. Our findings highlight the
role that developing muscles have on the developofdione structures.

This work is being prepared for publication.

5. The cell adhesion molecule N-cadherin controlett movement in the Hensen’s node after
the establishment of left-right asymmetry.

We show that N-cadherin asymmetric expression @ dhicken’s node becomes asymmetric
downstream of the leftward movements that occuthen node at stage 4. The asymmetric N-
cadherin expression seems to be required to stpnumm/ement once the asymmetry is
established and in this was helps to maintain sigenenetric information.

This work is being prepared for publication.

Recent Most Relevant Publications
Cutty S.J., Fior F., Henriques P.M., Salde L. andrdi¢ F.C. Identification and expression

analysis of two novel members of the Mesp familyzebrafish. The International Journal of
Developmental Biology in press.
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Azevedo A.S., Grotek B., Jacinto A., Weidinger GidaSalde L. (2011) The regenerative
capacity of the zebrafish caudal fin is not affddby repeated amputations. PloS ONE Vol. 6(7);
€22820. (Journal IF: 4.351, Citations: 0)

Lourenco R, Lopes S S and Saude L (2010) Left-dighttion of dmrt2 genes is not conserved
between zebrafish and mouse. PlosONE 5(12); e14488cnal IF: 4.351, Citations: 0)

Lopes S S, Lourenco R, Pacheco L, Moreno N, Kigillrand Salde L (2110) Notch signalling
regulates left-right asymmetry through ciliary lémgontrol. Development 137(21); 3625-32.
(Journal IF: 8.064, Citations: 5)

Ongoing Research Projects

2009/2011 Searching for RNA regulators that corttiel segmentation clock, FCT. Coordinator:
Leonor Salde. PTDC/BIA-BCM/101282/2008, €188.743,00

2009/2011 Uncover the importance of cilia as sigigaktructures during regeneration, FCT.
Coordinator: Leonor Saude. PTDC/SAU-OBD/100202/2@180.000,00

2007/2010 Functional study of the molecular clockimy vertebrate limb development, FCT.
Coordinator: Leonor Saude. PTDC/SAU-OBD/64628/2@1&29.700,00 (ended 12-02-2011)

Publications in peer review Journals

Cutty S.J., Fior F., Henriques P.M., Salde L. andrdié¢ F.C. Identification and expression
analysis of two novel members of the Mesp familyzebrafish. The International Journal of
Developmental Biology in press.

Azevedo A.S., Grotek B., Jacinto A., Weidinger @d&aude L. The regenerative capacity of
the zebrafish caudal fin is not affected by repgamputations. PloS ONE (2011), Vol. 6(7);
€22820. (Journal IF: 4.351, Citations: 0)

Communications in International Conferences

Fior, R., Lewis, J. and Saude, L. The role of mesayin mesoderm formation. 9th International
Zebrafish European Conference, Edinburgh, UK, 3ty 2011 (Oral presentation).

Mendes, R. and Saude, L. N-cadherin is asymmdirieabressed in the Hensen's node. What
for? Gordon Research Conference on Regeneratioifiaade Repair, Andover, NH, USA, June
19-24, 2011 (Poster presentation).

Pascoal, S., Lima, J. and Saude, L. The role of Sighaling during larvae caudal fin
regeneration. Gordon Research Conference on Regemeand Tissue Repair, New London,
NH, USA, June 5-10, 2011 (Poster presentation).

Mendes, R. and Saude, L. N-cadherin is asymmdirieabressed in the Hensen's node. What
for? EMBO Workshop Biophysical Mechanisms of Depatent, Oeiras, Portugal, May 24-27,
2011 (Poster presentation).
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Pascoal, S., Lima, J. and Saude, L. Mind bombukiquitin ligase required for proper formation
of cartilage and muscle fibers in zebrafish pedtdias. EMBO Workshop Biophysical
Mechanisms of Development, Oeiras, Portugal, Ma2242011 (Poster presentation).

Henriques, P, Fior, R. and Saulde, L. Mesp2 defmmeggmental prepattern in the presomitic
mesoderm of zebrafish. EMBO Workshop Biophysicalchanisms of Development, Oeiras,
Portugal, May 24-27, 2011 (Poster presentation).

Barriga-Negra, L., Gongalves, J., Soares, H. andd&al. Study of centrosomal TBCCD1
protein function during the Danio rerio developmdiiIBO Workshop Biophysical Mechanisms
of Development, Oeiras, Portugal, May 24-27, 2(Hdsfer presentation).

Fior, R., Lewis, J. and Saulde, L. The role of mesagy in mesoderm formation. EMBO
Workshop Biophysical Mechanisms of Development r&siPortugal, May 24-27, 2011 (Poster
presentation).

Pascoal, S., Lima, J. and Saude, L. Mind bombukiquitin ligase required for proper formation
of cartilage and muscle fibers in zebrafish pedtéires. Interdisciplinary Approaches in Fish
Skeletal Biology, Tavira, Portugal, April 26-28,120(Poster presentation).

Pascoal, S., Lima, J. and Saude, L. The role of Sighaling during larvae caudal fin
regeneration. Gordon Research Conference on ®iliaus & Mucociliary Interactions, Ventura,
CA, USA, February 13-18, 2011 (Poster presentation)

Fior, R., Lewis, J. and Saude, L. Mesogenin thrdhes switch that converts mesodermal
progenitors into paraxial mesoderm. 4th Strategmnf€ence of Zebrafish Investigators,
Asilomar, USA, January 29-February 2, 2011 (Orakpntation).

Communications in National Conferences

Salde, L. Patterning the vertebrate embryo aloadgtitrright axis. 5th National Meeting on
Signal Transduction, Coimbra, Portugal, April 28{8al presentation).

Internationalization

-Collaborative publication with Gilbert Weidingerom Center for Regenerative Therapies
University of Technology Dresden, Germany and Artdacinto from IMM, Portugal.

Azevedo A.S., Grotek B., Jacinto A., Weidinger & &aude L. The regenerative capacity of the
zebrafish caudal fin is not affected by repeategations. PloS ONE (2011), Vol. 6(7);
€22820.

-Collaborative publication with Fiona Wardle, KiagCollege London, UK.

Cutty S.J., Fior F., Henriques P.M., Salde L. andrdi¢ F.C. Identification and expression
analysis of two novel members of the Mesp familyzebrafish. The International Journal of
Developmental Biology in press.
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-Collaborative project (manuscript in revision ir\@&lopment) with Julian Lewis from CRUK,
UK, Sharon Amacher from University of California Bérkeley, USA and Cecilia Moens from
Fred Hutchinson Cancer Research Center Seattle, USA

Fior R., Maxwell, A.A., Ma, T.P., Vezzaro, A., MogrC.B., Amacher, S.L., Lewis, J. and Saude,
L. Differentiation and movement of presomitic mesod progenitor cells are coupled by
Mesogeninl.

-Collaborative project with Margarida Gama-Carvaffam BioFIG-FCUL on “Identification of
the RNA regulators of the segmentation clock”. Qpesvision of a Masters student: Sara
Fernandes.

-Collaborative project with Helena Soares from FChithe “Role of TBCCD1 on ciliogenesis
and development”. Co-supervision of a Masters studdicia Barriga Negra

Prizes, honours and awards

Honorable Mention, Olympus BioScapes Competitioh12t® Rita Fior.

Advanced teaching
Fior, R. organized and lectured “Animal Developnaéfiology” in The Molecular Genetics and
Biomedicine Master course. Faculdade de Ciéncid®eanologia da Universidade Nova de
Lisboa, September 15 - December 15, 2011.

Pascoal, S. lectured The Molecular Genetics andnBiticine Master course. Faculdade de
Ciéncias e Tecnologia da Universidade Nova de laisbimvember 10, 2011.

Mendes, R. lectured The Molecular Genetics and Bitinine Master course. Faculdade de
Ciéncias e Tecnologia da Universidade Nova de lasBeptember 29 and October 6, 2011.

Saulde, L. lectured the FMUC PhD programme. Facelddel Medicina da Universidade de
Coimbra. November 3, 2011.

Saude, L. Round table “Scientific reasoning” PragmaGulbenkian de Formacdo Médica
Avancada. IMM, Lisbon, September 29, 2011.

Saude, L. lectured the PhD programme “Molecular @edlular Biology of the Epithelium in
Health and Disease”. Faculdade de Ciéncias da thidazle de Lisboa. September 23, 2011.
Science and Society

Rita Fior (2011) selected movies to the “corpolMAGEexhibition promoted by Ciéncia Viva,
Pavilhdo do Conhecimento, Lisboa, Portugal

Rita Fior (2011) selected pictures to The Physidsfe exhibition promoted by EMBO. Instituto
Gulbenkian de Ciéncia, Oeiras, Portugal
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Raquel Mendes (2011) selected pictures to The BhydiLife exhibition promoted by EMBO.
Instituto Gulbenkian de Ciéncia, Oeiras, Portugal

Susana Pascoal (2011) selected pictures to ThacBlofsLife exhibition promoted by EMBO.
Instituto Gulbenkian de Ciéncia, Oeiras, Portugal

Leonor Saude (2011) APIFARMA visit to the IMM. A iged-visit to the Fish Facility to
members of different Portuguese Patients Associgtio

Leonor Saude (2011) LOreal visit to the IMM. A gedivisit to the Fish Facility to LOreal
collaborators.

Leonor Saude (2011) Conversas com Cientistas, i@alstés da Ciéncia, Oeiras Parque, Oeiras,
Portugal

Master and PhD thesis completed

Lucia Barriga-Negra (December 28, 2011). Caradeéin da proteina centrossomal TBCCD1
durante o desenvolvimento embrionario do peixe aelmstituto de Ciéncias Biomédicas Abel
Salazar. Masters Co-Supervisor: Leonor Saude

Sara Fernandes (December 2, 2011). Identificatibnhe RNA regulators operating in the
segmentation clock. Faculdade de Ciéncias da Wsidamte de Lisboa. Maters Co-Supervisor:
Leonor Saude

Raquel Lourenco (March 4, 2011). Symmetry-OUT, Asyatry-IN, The role of DMRT2.
Instituto de Tecnologia Quimica e Biolégica da Wmsidade Nova de Lisboa. PhD Supervisor:
Leonor Saude
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Gene Expression & Biophysics Unit

Major interests / Objectives

In biology several important processes occur atiapdimensions currently beyond the reaches
of light microscopy. Our lab focuses on biologicalestions at this scale as they are related to
gene expression. We study RNA transcription, mdistinoand transport, as well as the
development and innovation of technology to stuugsé problems. Dynamic multi-molecular
complexes in the eukaryotic cell nucleus remain wetside the resolution of light microscopy.
Intrinsic to RNA transcription are modifications noiclear architecture and the repositioning of
chromosomal loci, and the interplay of ribonuclpioteins. These events remain opaque at the
single molecule level, and are intensively reseattdby our research group.

Head of Unit

Musa M. Mhlanga PhD — Research Group Leader (IMMo&sgate Investigator)

Research Team

Luis Pedro Coelo PhC Post Doc Fellowship, FC

Ricardo Henriques PhD Fellowship, FCT (left in 84.1)

Research Areas

RNA biology
Super-resolution

Nuclear Architecture

Gene Expression
Host-Pathogen Interactions

Major scientific achievements

The laboratory published two publications this yead also developed new releases of its
QuickPALM software for super resolution microscogy. addition a European patent was
awarded to the PI of the laboratory in late 2014e Tab also was actively involved in organizing
an EMBO workshop in South Africa in November 2011.

Henriques R., Lelek M., Fornasiero E. F., ValtoRa Zimmer C., Mhlanga M. M. (2010)
QuickPALM: 3D real-time photoactivation nanoscopyaige processing in ImageJ. Nature
Methods 7,5 339

Henriques, R., Griffiths, C., Rego, E. H. and Migan M.M. (2011) PALM and STORM:
unlocking live-cell super-resolution. Biopolymenga. doi: 10.1002/bip.21586

QuickPALM Super-resolution algorithm & microscopywrdware control. Language: Java &
Python. Mhlanga M. & Henriques R (2010)
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Single cell based reporter assay to monitor gemeession patterns with high spatio-temporal
resolution

M Mhlanga, J Enninga, P Sansonetti, U Nehrbass

EP Patent 2,195,457

Recent Most Relevant Publications

R Henriques, M Lelek, EF Fornasiero, F ValtortaZi@mer, MM Mhlanga (2010) QuickPALM:
3D real-time photoactivation nanoscopy image prsiogsin ImageJ. Nature Methods 7 (5), 339-
340 (Journal IF: 20.717, Citations: 21)

R Henriques, MM Mhlanga (2009) PALM and STORM: Whides beyond the Rayleigh limit?
Biotechnology journal 4 (6), 846-857 (Journal I Kitations: 17)

MM Mhlanga, DY Vargas, CW Fung, FR Kramer, S Ty#8005) tRNA-linked molecular
beacons for imaging mMRNAs in the cytoplasm of livells Nucleic acids research 33 (6), 1902-
1912 (Journal IF: 7.836 Citations: 81)

DP Bratu, BJ Cha, MM Mhlanga, FR Kramer, S Tyadl(J#2) Visualizing the distribution and
transport of mMRNAs in living cells Proceedings bé& tNational Academy of Sciences of the
United States of ... (Journal IF: 9.771 Citatidei4)

LG Kostrikis, S Tyagi, MM Mhlanga, DD Ho, FR Kram&998) Spectral genotyping of human
alleles Science 279 (5354), 1228 (Journal IF: 3C3&tions: 288)

Ongoing Research Projects

2010/2013: Super-resolution Imaging of Gene Expoesst. Nuclear Architecture, FCT.
Coordinator: M Mhlanga. PTDC/SAU-GMG/115652/200988.000

Publications in Peer Review International Journals

Henriques, R., Griffiths, C., Rego, E. H. and Migan M.M. (2011) PALM and STORM:
unlocking live-cell super-resolution. Biopolymerga. doi: 10.1002/bip.21586 (Journal IF: 2.572
Citations: 7)

Invited Lectures and Seminars

Musa Mhlanga: Imaging from systems biology to singtolecules, Janelia Farm, USA April
2011

Musa Mhlanga: Imaging from systems biology to sngiolecules, Johns Hopkins Univ. School
of Medicine, USA April 2011

Musa Mhlanga: Imaging from systems biology to singholecules, Cold Spring Harbor
Laboratory Suzhou, China, USA April 2011

Musa Mhlanga: Super-resolution microscopy PALM/STRor biology, Beijing Nanocenter
China August 2011
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Musa Mhlanga: Imaging from systems biology to séngholecules, Janelia Farm, USA
September 2011
Musa Mhlanga: Imaging from systems biology to singiolecules, RIKEN, Yokohama, Japan
Oct 2011
Musa Mhlanga: Super-resolution microscopy PALM/STRr biology, A-STAR, Singapore,
Nov 2011

Organisation of Conferences
Musa Mhlanga. co-organized the EMBO Practical Ceurdmaging Infection. November 2-13,
2011, Pretoria, South Africa.

Industry contract research
Development of Super-resolution microscopy hardveaue software tools for use in
PALM/STORM

Advanced teaching

EMBO Practical Course — Imaging Infection. Novemder3, 2011, Pretoria, South Africa.

Science and Society

Lecturer on Synthetic Biology . Synthetic Biologgrim: August 24, 2011

PhD thesis completed

Ricardo Henriques PhD (2011) Beyond Rayleigh’sttiichieving real-time super-resolution
fluorescence microscopy. Faculdade de Medicinamdadisidade de Lisboa. Co-Supervisor:
Musa Mhlanga & Antonio Jacinto.



Microvascular Biology and Inflammation Unit | 119

Microvascular Biology and Inflammation Unit

Major interests / Objectives

Inflammation aims to eliminate noxious agents tagaie body homeostasis. At the
microcirculation level, it involves the action afflammatory mediators and vascular and blood
cells that conduct the process either onto reswiutir to a chronic stage. In this respect, we aim
to dissect the cellular and molecular mechanisnet tontrol leukocyte recruitment and
erythrocyte function by studying: (1) the CDA47/fimgen binding mechanisms and its
repercussions on NO metabolism in blood and migowar cells in acute and chronic
inflammation; (2) the role of systemic hemorheotagiand inflammatory biomarkers in disease
progress and as prognostic markers and (3) howndtishflammatory cues, as chemokines and
hydrogen peroxide, concert their action in driviegkocyte migration.

Head of Unit

Carlota Saldanha, PhD — Associated Professor vattilithtion, FMUL.

Principal Investigators

Angelo Calado, PhD — Auxiliary Professor, FMUL (Posed for Pl in 2011)

Research Team

Henrique Sobral do Rosario, MD, PhD Auxiliary Pi¥er, FMUL

Ana S. Silvi-Herdade, Master Degt Assistant, FMUI

Patricia Napoleao Post Doc Fellowship, FCT

Vanda Vitorino de Almeic PhD Fellowship, FC

Sofia de Oliveira PhD Fellowship, FCT

Claudia Ferreira, PhD Auxiliary Professor, Lusofdhaiversity
Daniel Guerreiro Master student

Nuno Durc Master studel

Teresa Freit¢ Lab Technician, FMU

Keywords/Research Areas
Inflammation; Leukocyte-endothelium interaction; dicirculation; Hemorheology ; Non-
Neuronal Cholinergic System
Major scientific achievements

Fibrinogen interacts with RBC membrane in a digrptinctuated pattern and in an age-
dependent way. A higher interaction is establishétth younger RBCs that decrease in the
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presence of anti-CD47 antibodies arguing erytheeoyembrane CD47 is a molecular target for
plasma fibrinogen.

High concentrations of fibrinogen and acetylcholimerease the levels of nitrites, nitrates, GSNO
and erythrocyte deformability without significarianges in RBCs NO. The efflux is reinforced
when band 3 is phosphorylated in presence of higinbgen level. Erythrocyte NO efflux is
negatively associated with carotid intima-mediackhiess and independently associated with
early stages of atherosclerosis.

Zebrafish encodes two distinct CXCL8 chemokinesthBgenes, cxcl8-11 and cxcl8-12, are up-
regulated on tail transected larvae. Importantlplation of their expression by specific
morpholinos has shown that both chemokines are ritmpbfor normal neutrophil response in
inflammation.

Recent Most Relevant Publications

de Oliveira, S, de Almeida, VV, Calado, A, Rosatits, Saldanha, C. (2011) Integrin-associated
protein (CD47) is a putative mediator for solubilerihogen interaction with human red blood
cells membraneBiochim Biophys Acta818 (3), 481-490 (Journal IF: 4.647, Citations: O

Artoli, AM, Sequeira, A, Silva-Herdade, AS, SaldanhC. (2007) Leukocytes rolling and
recruitment by endothelial cells: hemorheologicabeximents and numerical simulations. J
Biomech 40 (15), 3493-502. (Journal IF: 2.463, &ites: 5)

Santos, NC, Martins-Silva, J, Saldanha, C. (200N "meets" DMSOLeuk Re9 (4), 361-
362 (Journal IF: 4.626, Citations: 3).

Lund, E., Guttinger, S., Calado, A., Dahlberg, J.Eutay, U. (2004) Nuclear export of
microRNA precursors. Science 303, 95-98. (JouRaB1.377, Citations: 827).

Rosario HS, Waldo SW, Becker SA, Schmid-Schdonbaw 2004) Pancreatic trypsin increases
matrix metalloproteinase-9 accumulation and adtivatduring acute intestinal ischemia-
reperfusion in the rat. Am J Pathol. 164, 1707¢16urnal IF: 5.244, Citations: 32)

Ongoing Research Projects

2007/2011 Fibrinogen-dependent signalling in miasmoular blood cell function — implications
of inflammation and cardiovascular disease, FCTor@mator: Carlota Saldanha. PTDC/SAU-
OSM/73449/2006, €101736 (total).

2009/2011 Cardiovascular risk and inflammation- tdbotion to the etiopathogenesis of
atherosclerosis and cardiovascular disease, FCordator: Jodo Eurico, IMM, FMUL, UL.
PIC/IC/82920/2007. € 23307,98 (UBIMI), € 150000t#t).

2009/2011 Development and validation of vaso-odatusarly predictors in a a mendelian model
of vascular disease, FCT. Coordinator: Jodo LavinhSA. PIC/IC/83084/2007, € 65010
(IMM), € 185000 (total).
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2007/ 2012 The relationship of circulating biomaskef apoptosis and endothelial function with
the plaque composition using VH IVUS, FCT. CoordiimaTeresa Pinheiro, Grupo de Estudos
Biomédicos, Instituto Tecnolégico e Nuclear (ITNCT project PIC/IC/82734/2007, €155000
(total).

2009/2013 Interrelationship of circulating haemtistdnemorheologic and inflammatory markers
in acute myocardial infarction — a longitudinal egmgch. Coordinator: Carlota Saldanha. Patricia
Napoledo Post-Doc Fellowship SFRM/BPD/63908/20@3T K No funding)

2009/2013 Regulatory interactions between the nofitabsensors SIRT1 and AMPK in
modulating PPARalpha-linked functions in liver iedith and disease, Co-Coordinator: Carlota
Saldanha. Marta Silvestre PhD Fellowship SFRH /BB#&7/2009, FCT. (No funding)

2009/2013 In vivo imaging of inflammation in zebsaf the role of chemokine system in the
neutrophil and macrophage migration, Coordinatongélo Calado. Sofia de Oliveira, PhD
Fellowship SFRH/BD/62674/2009, FCT. (No funding)

Publications in peer review Journals

Lopes de Almeida, JP, Freitas-Santos, T, Saldabhg011) Evidence that the degree of band 3
phosphorylation modulates human erythrocytes niwmidide efflux - in vitro model of
hyperfibrinogenemiaClinical Hemorheology and Microcirculatiod9 (1), 407-16. (Journal IF:
2.838)

Saldanha, C, Lopes de Almeida, JP. (2011) Erytheoey a link between basic and clinical
researchClinical Hemorheology and Microcirculatiod9 (1), 463-72. (Journal IF: 2.838)

Moura, RA, Cascao, R, Perpetuo, |, Canhao, H, &i€iousa, E, Mourao, AF, Rodrigues, AM,
Polido-Pereira, J, Queiroz, MV, Rosario, HS, SdQ#rneiro, MM, Graca, L, Fonseca, JE. (2011)
Cytokine pattern in very early rheumatoid arthrifssours B-cell activation and survival.

Rheumatolog¥0 (2), 278-282 (Journal IF: 4.171)

de Oliveira, S, de Almeida, VV, Calado, A, Rosatits, Saldanha, C. (2011) Integrin-associated
protein (CD47) is a putative mediator for solubilerihogen interaction with human red blood
cells membraneBiochim Biophys Acta818 (3), 481-490 (Journal IF: 4.647)

Santos, MJ, Pedro, LM, Canhéo, H, Fernandes e R@esaJ, Canas da Silva, J, Fonseca, JE,
Saldanha C. (2011) Hemorheological parameters eleded to subclinical atherosclerosis in
systemic lupus erythematosus and rheumatoid asthrittients.Atherosclerosi219(2), 821-6.
(Journal IF: 4.086)

Silva-Herdade, AS, Saldanha, C. (2011) Hemorheoctdgeffects of valsartan in L-NAME
induced hypertension in rafBhe Open Circ Vasc4, 1-5. (Journal IF: not available)

Lopes de Almeida JP, Freitas-Santos, T, Saldanha(2G11) Erythrocyte deformability
dependence on Band 3 protein in an in vitro moélelyperfibrinogenemiaClin Hemorh Microc
44, 1-6. (Journal IF: 2.838)
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Lopes de Almeida, JP, de Oliveira, S, Saldanhg2C11) Erythrocyte as a Biological Sensor.
Clin Hemorh Microc48, 1-20 (Journal IF: 2.838)

Invited Lectures and Seminars

Carlota Saldanha, Red Blood Cell as a Link betwgasic and Clinic Research, Symposium
Rheology and Hemostasis, European Society of Hemabwgy and Microcirculation, Munich,
Germany, 18-21 June 2011.

Communications in International Conferences

Moura, RA, Cascéo, R, Perpetuo, |, Canhao, H, &i€iousa, E, Mourao, AF, Rodrigues, AM,
Polido-Pereira, J, da Silva, JAP, Rosario, HS, &Qadrneiro, MM, Graca, L, Fonseca, JE.
Spondyloarthritis and Rheumatoid arthristis: diéfar clinical manifestations, similar cytokine
network, 31st European Workshop for RheumatologgeRech, Amsterdam, Netherlands, 3-6
March 2011. (Poster Presentation)

Saldanha, C, de Oliveira, S, de Almeida, VV, CalaflpRosario, HS. Imaging of Fibrinogen
Binding to Erythrocytes, Nano Meets SpectroscopPLNTedington, UK, 14-15 September
2011. (Oral Presentation)

Saldanha, C, de Oliveira S, Almeida, J. Modulatbrrythrocyte ATP level by PKC activity and
Band3 phosphorylation degree, Joint Meeting of Eheopean Society for Microcirculation
(ESM)/Society of Microcirculation and Vascular Bigy (GfMVB), Munich, Germany, 13-16
October 2011 (Oral Presentation)

de Oliveira, S, Mulero, V, Calado, A. CXCL8 is iflved in zebrafish neutrophil recruitment,
10th World Congress on Inflammation, Paris, Fra@&e29 June 2011 (Oral Presentation)

Saldanha, C, Lopes de Almeida, JP. Influence ofrfilgen on erythrocyte nitric oxide efflux
induced by acetylcholine, Third International Symipon on Non-neuronal Acetylcholine,
Groningen, The Netherlands, 24-26 August 2011.téP¢%xesentation)

Lopes de Almeida, JP, Saldanha, C. Evidence thatdbgree of band3 Phosphorylation
modulates human erythrocytes Nitric Oxide Effludn-vitro model for Hyperfibrinogenemia,
European Society of Hemorheology and MicrocircolatiMunich, Germany, 18-21 June 2011.
(Poster Presentation)

Communications in National Conferences

Napoledo, P. Biomarkers of inflammation and end@heysfunction in coronary syndromes,
Santa Marta — Lisbon Summer Meeting on Intervetid@ardiology, Lisbon, Portugal, 2 July
2011. (Oral presentation)

Calado, A. Animal and cell models to study mechasisof inflammation and cell-cell
interaction, Santa Marta — Lisbon Summer Meeting loterventional Cardiology, Lisbon,
Portugal, 2 July 2011. (Oral Presentation).
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de Oliveira, S., Mulero, V. and Calado, A. CXCLS8 iisvolved in zebrafishneutrophil
recruitment 2011 PhD Student Meeting IMM/CAML, Lisbon, Octob&7-18, 2011. (Poster
Presentation).

Organisation of Conferences

Saldanha, C. Organizer of Microcirculation and Mitreology of Blood Cells in Health and
Diseases Symposiurdpint Meeting of the European Society for Microaletion (ESM)/Society
of Microcirculation and Vascular Biology (GfMVB), thich, Germany, 13-16 October 2011.

Internationalization

De Oliveira, S. PhD fellowship SFRH/BD/62674/206€,T. PhD work entitled “In vivo imaging
of Inflammation in Zebrafish: the role of chemokisgstem in the neutrophil and macrophage
migration"and performed under the co-supervisiodaf Angelo Calado and Dr. Victor Mulero
(Univ. Murcia, Spain) in the two laboratories.

Rosario, HS. Post Doc fellowship FMUL. The hypetfelsterolemic Drosophila: a novel high
throughput animal model to study macrophage biolmgwterosclerosis. At: Monocyte Lab —
Centre for Molecular Biology of Inflammation GuyGampus, King's College, London.
Saldanha, C. Member of the “European Clinical Hdraotogy Coordinating Committee” since
1991

Saldanha, C. Member of the “Strategic Group ofEbeopean Society of Microcirculation” since
2000

Saldanha, C. Member of the Editorial Board of thiei€al Hemorheology between 1994-1997
Saldanha, C. Member of the Editorial Board of thimi€al Hemorheology and Microcirculation
since 1997

Saldanha, C. Member of the Editorial Board of thee@® Circulation and Vascular Journal since
2009
Industry contract research

Since 2010: contract research with Biosurfit (PgadiL

Science and Society

Saldanha, C. “President of Portuguese Society omdileeology and Microcirculation,
www.hemorreologia.com

Saldanha, C. “Editor-in-Chief of the Bulletin ofetiPortuguese Society of Hemorheology and
Microcirculation.
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Saldanha, C. “Editor-in-Chief of the Bulletin ofetiPortuguese Society of Hemorheology and
Microcirculation.

Saldanha, C. “Blood Cell Components” editorial ive tBulletin of the Portuguese Society of
Hemorheology and Microcirculation , 2011: 26 (1:4:3

Saldanha, C. “Hemorheology Renewal” editorial il fBulletin of the Portuguese Society of
Hemorheology and Microcirculation , 2011: 26 (24:3

Saldanha, C. “Intravital Microscopy and Hemorheglogditorial in the Bulletin of the
Portuguese Society of Hemorheology and Microcitboig, 2011: 26 (3) :3-4

Saldanha, C. “Is Nitric Oxide an HemorheologicatdPaeter? " editorial in the Bulletin of the
Portuguese Society of Hemorheology and Microcitboa, 2011: 26 (4) :3-4



Physical Biochemistry Unit | 125

Physical Biochemistry Unit

Major interests / Objectives

The goal of the Physical Biochemistry Unit is taawel the physical principles that govern lipid-
peptide interactions, with implications in viralsfon (HIV and Dengue virus are of particular
interest), analgesia, antimicrobials and trangbectiagents. Peptide-lipid biomembranes
interactions are ubiquitous in the living world aadfertile ground for drug discovery and
development. At the UBgF we are interest not onlgiug targets and drug discovery itself, but
also in the molecular-level mechanism of actiordnfgs that are known for their therapeutic
efficacy and safety. More recently, we are focused the central nervous system and
translocation of the blood-brain barrier.

Head of Unit

Miguel ARB Castanho, PhD — Full Professor, FMUL

Research Team

Ana Salomé Veiga, Ph Post Doc Fellowship Marie Cu (FP7

Diana Gaspar, PhD Post Doc Fellowship, FCT

Isa Domingues Serrano, P Post Doc Fellowship, FC

Katia daConceica Post Doc Fellowship, Marie Cu (FP7

Sonia Sa Santos, P Post Doc Fellowship (FCT support to IAPP, Me
Curie Actions in FP7)

Sonia Troeira Henriques, P Post Doc Fellowship, Marie Curie (FI

Henri Girdo Franquelim PhD Fellowship, FCT

Jodo M. Freir PhD Fellowship, FC

Marta Maria B. Ribeir PhD Fellowship, FC

Inés Torcato Master Research Student

Ahmet Asci Undergraduate Research Student from glogram
SCORE, project IFMSA

Amr Shaaraw Undergraduate Research Student from program
SCORE, project IFMS

Francisco Cunt Undergraduate Research Student (FV

Georgia Protonotariou Undergraduate Research Stuidem the program
SCORE, project IFMS

Guilherme Trigo Romana Undergraduate Research St(E®UL)

Inés Isabel Lope¢ Ledc Undergraduate Research Student (FV

Inés Figueiredo Undergraduate Research Student (FMU

Joana Estrela Undergraduate Research Student (FMUL)

Raquel Bra Undergraduate Research Student (FV
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Keywords/Research Areas

Analgesic peptides; Antimicrobial peptides; Bloadib barrier; Cell-penetrating peptides; Viral
fusion inhibitors

Major scientific achievements

We have:

- Proved that a covalent conjugation of an antaiminatory hydrophobic molecule (ibuprophen)
with a previously designed kyotorphin derivativedlyesic dipeptide) has improved, synergistic,
efficacy. This new drug resulted from an innovatireg design strategy (Ribeiro M.M., et al.,
2011, Molecular Pharmaceutics, Oct 3;8);

- Demonstrated a correlation between the efficdcipath HIV fusion inhibitors and anti-HIV
antibodies with their membrane-interaction progsriiFranquelim H.G., et al., 2011, AIDS, Feb
20;25; Franquelim H.G., et al., 2011, Soft Mat€ct; 7);

- Optimized the imaging of bacteria with lesionsuléing from the local action of antimicrobial
peptides (AMP’s) using Atomic Force Microscopy, ethbrought significant advancements both
to imaging of bacteria itself and the mechanisraatfon of AMP’s.

Recent Most Relevant Publications

Franquelim H.G., Chiantia S., Veiga A.S., Santo€.NSchwille P., Castanho M.A.R.B. (2011)
Anti-HIV-1 antibodies 2F5 and 4E10 interact diffetly with lipids to bind their epitopes. AIDS
Feb 20;25(4):419-28. (Journal IF = 6.348, Citatid)s

Henriques S.T., Huang Y.-H., Rosengren K. J., Rratin H.G., Carvalho F.A., Johnson A.,
Sonza, S., Tachedjian G., Castanho M.A.R.B, Daly.,\Craik D.J. (2011) Decoding membrane
activity of the cyclotide kalata B1l: the importanokphosphatidylethanolamine phospholipids
and lipid organization on hemolytic and anti-HIgtigities, J Biol Chem, Jul 8;286(27):24231-
41. (Journal IF=5.32, Citations: 2).

Ribeiro M.M., Pinto A.R., Domingues M.M., Serrang Heras M., Bardaji E.R., Tavares I.,
Castanho M.A. (2011) Chemical conjugation of theiwropeptide kyotorphin and ibuprofen
enhances brain targeting and analgesia, MolecularnRaceutics, Oct 3;8(5):1929-40. (Journal
IF 5.400, Citations: 0).

Ribeiro M.M., Pinto A., Pinto M., Heras M., Martifls Correia A., Bardaji E., Tavares I.,

Castanho M. (2011) Inhibition of nociceptive respemafter systemic administration of amidated
kyotorphin, Britih Journal of Pharmacology, Jul;{®3964-73. 964-973. (Journal IF; 4.925,

Citations: 0).

Franquelim H.G., De-Sousa F.F., Veiga A.S., Sahl@3, Castanho M.A.R.B. (2011) Cationic
liposomes are possible drug-delivery systems fo¥ Hision inhibitor sifuvirtide, Soft Matter,
Oct; 7: 11089-11092. (Journal IF = 4.457, Citatidys
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Ongoing Research Projects

2007/2011 Targeting kyotorphin derivatives to thiaifp, FCT. Coordinator: Miguel Castanho.
PTDC/SAU-FCF/69493/2006, €80 000 (Total: €100 000).

2007/2011 The role of lipid membranes on cell itifet by Dengue virus, FCT. Coordinator:
Miguel Castanho. PTDC/QUI1/69937/2006, €120 000 §Fd120 000).

2011/2014 LIPIDENGUE , FCT. Coordinator: Miguel @Gatho. PTDC/QUI-BI1Q/112929/2009,
€130 000 (Total: €130 000).

2009/2012 Selected peptides as drug candidatestetireto pain and neurodegeneration
(PEP2BRAIN), EC-FP7. Coordinator: Miguel CastanHdarie Curie Industry-Academia

Partnerships and Pathways (IAPP) Call: FP7-PEORME-B-1-IAPP (Grant no. 230654), €300
000 (Total: €660 000).

2009/2012 Elucidating the mechanism of action aflatydes ultra-stable proteins from plants,
European Commission. Coordinator: Miguel CastarPlOF-GA-2008-220318 (joint project
with the Institute for Molecular Biosciences, Thaitkrsity of Queensland, Australia), €55
647,53 (Total: €222 590,10).

2009/2012 Toward the development of peptide-basgdrolgels for tissue regeneration
applications with inherent antibacterial activitguropean Comission. Coordinator: Miguel
Castanho. PIOF-GA-2008-235154, (joint project withtional Institute of Health, USA), €58
775,50 (Total: €235 102).

2010/2012 Inherent antibacterial activity in peptlthsed hydrogels for tissue regeneration, FCT.
Coordinator: Ana Salomé Veiga. PTDC/SAU-BEB/0992488, €199 350 (Total: €199 350).

2010/2012 Cell membrane features in HIV entry asdinhibition, FCT. Participant: Miguel
Castanho. PTDC/QUI-BIQ/104787/2008, (Coordinatduno Santos, IMM), €174 130 (Total:
€174 130).

2010/2013 Membrane-active peptides across disefpland continents: An integrated approach
to find new strategies to fight bacteria, denguerussi and neurodegeneration
(MEMPEPACROSS). Participant PI: Miguel Castanhori®&urie International Research Staff
Exchange Scheme (IRSES) Call: FP7-PEOPLE-2009-IR8E®rdinator: Nuno Santos, IMM),
€200 000 (Total: €200 000).

2005 - Joint agreement with biotech companies X¢W&A), Fusogen (China), and Roche
(USA), with published work. Non-funding.

Publications in peer review Journals

Melo M.N., Ferre R., Feliu L., Bardaji E., Planas, @astanho M.A.R.B. (2011) Prediction of
antibacterial activity from physicochemical propestof antimicrobial peptides, PLoS One, Dec
146(12):e28549. (Journal IF=4.411)
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Chan L.Y., Gunasekera S., Henriques S.T., Worth,NL&S.J., Clark R.J., Campbell J.H., Craik
D.J., Daly N.L. (2011) Engineering pro-angiogenepfides using stable disulfide-rich cyclic
scaffolds, BloodDec 1511825):6709-17 (Journal IF=10.56)

Sando L.,* Henriques S.T.,* Foley F., Simonsen S.RRosengren K. J., Daly N.L., Kristopher
N.H., Aguilar M-1., Craik D.J. (2011) A syntheticimor image of kalata B1 reveals that cyclotide
activity is independent of a protein receptor, CBe&shem,Nov 4;12(16):2456-62(*Co-first
authors). (Journal IF=3.94)

Cascales L., Henriques S.T., Kerr M.C., Huang Y,.$Wweet M.J., Daly N.L., Craik D.J. (2011)
Identification and characterization of a new famd§ cell penetrating peptides: cyclic cell
penetrating peptides, J Biol Che@®¢t 2128642). 36932-43. (Journal IF= 5.32)

Franquelim H.G., De-Sousa F.F., Veiga A.S., Saht@3, Castanho M.A.R.B. (2011) Cationic
liposomes are possible drug-delivery systems fo¥ Hision inhibitor sifuvirtide, Soft Matter,
Oct; 7: 11089-11092. (Journal IF = 4.457)

Ribeiro M.M., Pinto A.R., Domingues M.M., Serrang Heras M., Bardaji E.R., Tavares I.,
Castanho M.A. (2011) Chemical conjugation of theiwropeptide kyotorphin and ibuprofen
enhances brain targeting and analgesia, MolecularnRaceutics, Oct 8(5):1929-40. (Journal
IF 5.400).

Saraiva T.C., Grund L.Z., Komegae E.N., Ramos AQanceicdo K., Orii N.M., Lopes-Ferreira
M., Lima C. (2011) Nattectin a fish C-type lectimivés Thl responses in vivo: Licenses
macrophages to differentiate into cells exhibitiggical DC function, Int Immunopharmacol,
Oct;11(10):1546-56. (Journal IF; 2.325).

Carvalhal AV., Sa Santos S., Carrondo M.J.T. (20Ektracellular purine and pyrimidine
catabolism in cell culture, Biotechnology Progre3sp-Oct27(5):1373-82. (Journal IF; 2.398).

Monteiro-Dos-Santos J., Conceicdo K., Seibert Qvirques E.E., Ismael Silva P. Jr, Soares
A.B., Lima C., Lopes-Ferreira M. (2011) Studies mmarmacological properties of mucus and
sting venom of Potamotrygon cf. Henlei, Int Immuhapmacol, Sef;1(9):1368-1377. (Journal
IF: 2.325).

Henriques S.T., Huang Y.-H., Rosengren K. J., Rratim H.G., Carvalho F.A., Johnson A.,
Sonza, S., Tachedjian G., Castanho M.A.R.B, Daly.,\Craik D.J. (2011) Decoding membrane
activity of the cyclotide kalata B1l: the importanokphosphatidylethanolamine phospholipids
and lipid organization on hemolytic and anti-HIstigities, J Biol ChemJul 8286(27):24231-
41 (Journal IF=5.32)

Ribeiro M.M., Pinto A., Pinto M., Heras M., Martifls Correia A., Bardaji E., Tavares I.,
Castanho M. (2011) Inhibition of nociceptive respemafter systemic administration of amidated
kyotorphin, British Journal of Pharmacology, 16[35):964-73. 964-973. (Journal IF: 4.925).

S4 Santos S., Sonnewald U., Carrondo M.J.T. andsAR/M. (2011). The role of glia in neuronal
recovery following anoxia: in vitro evidence of meoal adaptation, Neurochemistry
International, May68(6):665-75. (Journal IF: 3.601).
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Daly N.L., Rosengren, K. J., Henriques S.T., Ciail. (2011) NMR and Protein Structure in
Drug Design: application to cyclotides and conatexi Eur Biophys JApr;40(4):359-70
(Journal IF=2.39)

Freire J.M., Domingues M.M., Matos J., Melo M.N.giga A.S., Santos N.C., Castanho M.A.
(2011). Using zeta-potential measurements to giyaoéiptide partition to lipid membranes. Eur
Biophys J. Apr40(4):481-7. (Journal IF: 2.387)

Conceicdo K., Bruni F.M., Santos J.M., Lopes R.Marques E.E., Fernandez J.H., Lopes-
Ferreira M. (2011) The action of fish peptide Orpotanalogs on microcirculation, J Pept Sci,
Mar;17(3):192-199. (Journal IF; 1.954).

Franquelim H.G., Chiantia S., Veiga A.S., Santo€.NSchwille P., Castanho M.A.R.B. (2011)
Anti-HIV-1 antibodies 2F5 and 4E10 interact diffetly with lipids to bind their epitopes, AIDS,
Feb 20254):419-28.(Journal IF = 6.348)

Other publications International

Books

Peptide Drug Discovery and Development: TranslaloResearch in Academia and Industry.
Castanho M. and Santos N. (Eds) WILEY-VCH Verlag Bbin& Co. KGaA, Weinheim,
Germany ISBN: 978-3-527-32891-8.

The Researching, Teaching, and Learning Trian@astanho M. and Gliner-Akdogan G. (Eds)
Springer, USA. ISBN: 978-1-4614-0567-2.

Book Chapters

Franquelim H.G., Matos P.M., Veiga A.S. (2011) H¥¥. HIV: turning HIV-derived peptides
into drugs, In: Castanho M. and Santos N. (EB€ptide Drug Discovery and Development:
Translational Research in Academia and Indusfingt ed. WILEY-VCH Verlag GmbH & Co.
KGaA, Weinheim, Germany pp. 209-229. ISBN: 978-3-32891-8.

Ribeiro M.M.B., Serrano |.D. and Sa Santos S. (20lirning endogenous peptides into New
Analgesics: the example of Kyotorphin derivativies,Castanho M. and Santos N. (Ed3gptide
Drug Discovery and Development: Translational Reskdn Academia and Industryirst ed.
WILEY-VCH Verlag GmbH & Co. KGaA, Weinheim, Germamp 171-188. ISBN: 978-3-527-
32891-8.

Abstract

Franquelim H.G., Veiga A.S., Santos N.C., Castavib®d.R.B. (2011) Membrane mode of action
of HIV inhibitor peptides enfuvirtide and T-1249 rameled by atomic force microscopy and
dipole potential fluorescence spectroscopy. Biomelss. 96, P504
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Invited Lectures and Seminars

Castanho M.A.R.B. “Dengue: viral cellular infectioreappraised” 22 American Peptide
Symposium, San Diego, USA, 25-30 June, 2011.

Castanho M.A.R.B. “Dengue virus capsid protein slacates nucleic acids” XXXIV Congreso
de la Sociedad Espafiola de Bioquimica y Biologidelldar, Barcelona, Spain, 5-8 September,
2011.

Castanho M.A.R.B. “Inhibition of nociceptive respas after systemic administration of
amidated kyotorphinBarrier Systems in Health andeBse Symposium, Lisbon, Portugal, May
30, 2011.

Ribeiro M.M. “Distinguished characteristics of BBERndothelial cells membrane and
functionality — membrane charge by zeta potenti8@&rrier Systems in Health and Disease
Symposium, Lisbon, Portugal, May 30, 2011.

Ribeiro M.M. “Kyotorphin, from a peptide to a pharoeutical drug lead”. Improving technology
transfer from academia in translational medicirieban, Portugal, 24-25 March, 2011.

Communications in International Conferences

Castanho M.A.R.B., Melo M.N., Ferre R. and RibédiuidM. MICs go Molecular with AMP -
linking partition, activity and high membrane contrations. Gordon Research Conference
Antimicrobial Peptides in Innate Immunity - New ilgists on an Ancient System, Lucca, Italy,
25-20 May, 2011. Poster presentation.

Franquelim H.G., Veiga A.S., Santos N.C., CastalhA.R.B. Membrane mode of action of
HIV-1 fusion inhibitor peptides enfuvirtide and P49 determined by atomic force microscopy
and dipole potential fluorescence spectroscopl’ Rgherican Peptide Symposium, San Diego,
USA, 25-30 June, 2011. Oral Communication.

Franquelim H.G., Veiga A.S., Santos N.C., CastakhA.R.B. Membrane mode of action of
HIV-1 fusion inhibitor peptides enfuvirtide and P49 determined by atomic force microscopy
and dipole potential fluorescence spectroscopy Rtherican Peptide Symposium, San Diego,
USA, 25-30 June, 2011. Poster Presentation.

Freire J.M., Veiga A.S., Concei¢do T.M., Santos .NK@walczyk W., Andreu D., Andrea T. Da
Poian, Castanho M.A.R.B. Dengue virus life cyclepgraised: Putative role of the capsid
protein. 2% Institute for Research in Biomedicine (IRB) Bame PhD Student Symposium,
Barcelona, Spain, 17-18 November, 2011. Oral Conication.

Freire J.M., Castanho M.A.R.B. A Drug Delivery SystDerived From Dengue Virus Structural
Proteins. A focus on siRNA Therapy. VI YES Metif@porto, Portugal, 16-18 September, 2011.
Oral Communication.

Freire J.M., Veiga A.S., Santos N.C., Kowalczyk Wndreu D., Andrea T. Da Poian, Castanho
M.A.R.B. Quantifying Molecular Partition of Suprafeoular Complexes in Lipid Model
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Systems — Studies on Dengue Virus SupramoleculanpBoents. 8 European Biophysics
Congress (EBSA), Budapest, Hungary, 23-27 Augusit12Poster Presentation.

Freire J.M., Veiga A.S., Santos N.C., Kowalczyk Wndreu D., Andrea T. Da Poian, Castanho
M.A.R.B. Assigning a role to the Dengue Virus CapBirotein During Cellular Infection."8
EBSA congress Satellite Meeting on FCS in Cell &g, Debrecen, Hungary, August 22, 2011.
Poster Presentation.

Freire J.M., Veiga A.S., Santos N.C., Kowalczyk Wndreu D., Andrea T. Da Poian, Castanho
M.A.R.B. Assigning a role to the Dengue Virus CapBirotein During Cellular Infection. 36
FEBS Congress: Biochemistry for Tomorrow's Medigifierino, Italy, 25-30 June, 2011. Oral
Communication.

Freire J.M., Veiga A.S., Santos N.C., Kowalczyk Wndreu D., Andrea T. Da Poian, Castanho
M.A.R.B. Assigning a role to the Dengue Virus CapBirotein During Cellular Infection. 36
FEBS Congress: Biochemistry for Tomorrow's Medigifierino, Italy, 25-30 June, 2011. Poster
Presentation.

Freire J.M., Veiga A.S., Santos N.C., Kowalczyk Wndreu D., Andrea T. Da Poian, Castanho
M.A.R.B. Assigning a role to the Dengue Virus CapBirotein During Cellular Infection. 11
FEBS-Young Scientist Forum: Biochemistry for Tonomwis Medicine, Torino, Italy, 23-25
June, 2011. Poster Presentation.

Henriques S.T., Huang Y.-H., Rosengren K. J., Rratiqm H.G., Carvalho F.A., Johnson A.,
Sonza, S., Tachedjian G., Castanho M.A.R.B, Daly.NCraik D.J., “The anti-HIV activity of
the cyclotide kalata Bl is explained by peptide-foeme interactions”, Natural Peptides to
Drugs, %' International Congress, Zermatt, Switzerland, Bezer 2011. Oral presentation.

Henriques S.T., Huang Y.-H., Rosengren K. J., Ruatiqq H.G., Carvalho F.A., Johnson A.,
Sonza, S., Tachedjian G., Castanho M.A.R.B, Daly,NCraik D.J., “Differences in bactericidal,
hemolytic and anti-HIV efficiencies of the cyclotisl kalata B1 are explained by distinct cell
membrane compositions”, 2% American Peptide Symposium, San Diego, CaliforbigA, 25-
30 June 2011. Oral presentation.

Henriques S.T., Huang Y.-H., Rosengren K. J., Ruation H.G., Carvalho F.A., Johnson A.,
Sonza, S., Tachedjian G., Castanho M.A.R.B, Dallk.,NCraik D.J. (2011) “Differences in

bactericidal, hemolytic and anti-HIV efficiencie$ the cyclotide kalata B1 are explained by
distinct cell membrane compositions”. "22American Peptide Symposium”, San Diego,
California, USA, 25-30 June 2011. Poster presemtati

Ribeiro M.M.B., Pinto A., Domingues M., Heras M.af8laji E., Tavares |. and Castanho M.
Development of novel analgesic Kyotorphin-derivedptides: linking peptide-membrane
interaction, Blood-Brain barrier crossing and invoii efficacy. 22 American Peptide
Symposium, San Diego, USA, 25-30 June, 2011. Ppstsentation.

Torcato .M., Huang Y.H., Franquelim H.G., Gaspar, Bantos N.C., Craik D.J., Castanho
M.A.R.B., Henriques S.T. Novel antimicrobial peg#dwith activity against Gram-negative and
Gram-positive bacterid 4" European Conference on the Spectroscopy of Bichbdilolecules,
Coimbra — Portugal, 29 August to 03 September, 20t4l presentation.
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Veiga A.S., Schneider J.P. Design of arginine dairtg peptide-based hydrogels with improved
material properties and inherent antibacterialvigti“22"* American Peptide Symposium”, San
Diego, California, USA, 25-30 June, 2011. Postespntation.

Communications in National Conferences

Castanho M.A.R.B. “Em busca de um novo farmacoiveddos do péptido quiotrofina desde a
molécula ao efeito analgésico”. Congresso iMedBd¥dr a Medicina, Lisbon, Portugal, October
29, 2011. Invited speaker.

Castanho M.A.R.B. “Bio-quimica de fio a pavio: dados da quiotrofina desde a molécula até
ao efeito analgésico.” Ciéncia QB. Encontros de@ude DQB-FCUL, Lisbon, Portugal, June 7,
2011. Invited speaker.

Conceicdo K., Monteiro-dos-Santos J., Seibert Qyarques E, E., Ismael Silva Jr. P; Soares
A.B., Lima C., Lopes-Ferreira MPotamotrygon cf. henlefStingray Mucus: Biochemical
Proprieties of a Novel Antimicrobial Protein. 20XL Annual Meeting of SBBq. Foz do Iguacu,
Brasil. May, 2011. Poster presentation.

Franquelim H.G., Veiga A.S., Santos N.C., CastanhA.R.B. Decoding distinct membrane
interactions of HIV-1 inhibitors T-20 and T-1249ing atomic force microscopy combined with
fluorescence methodologies}.h BMM/CAML PhD Students Meeting, Lisbon, Portugal/-18
October, 2011. Oral Communication.

Freire J.M., Veiga A.S., Santos N.C., Kowalczyk Wndreu D., Castanho M.A.R.B. Assigning
a role to Dengue virus Casid Protein during ceflifdection. ' IMM/CAML PhD Students
Meeting, Lisbon, Portugal, 17-18 October, 2011.8gstesentation.

Nimo L.G., Martinez T.B., Ribeiro M.M., Castanho M1, Rocha H., Cocho de Juan J.A.
Desarrollo de un método para la determinacion det@ina enddgena por espectrometria de

masas en tandem acoplada a cromatografia liqui@angreso Nacional del Laboratorio Clinico,
Malaga, Spain. 9-11 November, 2011. Poster preemta

Organisation of Conferences

Castanho M.A.R.B “Improving Technology: transfeorfr academia in translational medicine”,
Lisbon, Portugal, 24-25 March, 2011. Funded by FRirie Curie Actions (IAPP)

Freire J.M. co-organized th& 8MM/CAML PhD Students Meeting

Internationalization

UBQF is engaged in collaborative projects with savternational research teams, such work
being supported by international grants:

1) “Selected peptides as drug candidates direct@ainh and neurodegeneration”, FP7-PEOPLE-
2007-3-1-IAPP, Grant no. 230654. Coordinator: Mt&@also. This project involves intersectorial
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(industry-academia) training of young researcharernational technology transfer and drug
R&D. Consortia: U Girona (Spain), U Tuebingen (Gany), Synovo GmbH (Germany) and
Bioalvo (Portugal). M Ribeiro spent 6 months in 8yn, a Pharma Company, acquired skills in
Pharmacokinetic and Pharmacodynamic methodologidis;ulture and in vivo tests.

2) “Membrane-active peptides across disciplines @ortinents: An integrated approach to find

new strategies to fight bacteria, dengue virusreeutodegeneration. FP7-PEOPLE-2009-IRSES.
Coordinator: N Santos, IMM. This is specially desgtto research staff exchange, involving
teams of U Pompeu Fabra (Spain), Federal U Ricadeitb and U Fortaleza (Brazil) that work

jointly in training, research and outreaching atitg.

3) “The role of lipid membranes on cell infectiony bDengue virus”, FCT,
PTDC/QUI/69937/2006. Coordinator: M Castanho. Ttidlaboration between UBgF and Dr
Andrea da Poian’s group at Federal U. Rio JanivolJves exchange of PhD students and young
post-docs.

4) Sonia T. Henriques is a Marie Curie fellow wiudlaborates with Prof David Craik at IMB, U
Queensland, Australia (transfer of knowledge aauhitng).

S.T. Henriques is also chief investigator of thesthalian Research Council project “Elucidating
the chemical and the biophysical basis for thedtioidy of cyclotides: ultra-stable proteins from
plants”. The researcher has spent a short-termraf. Patrick Daugherty laboratory at the
University of California, Santa Barbara, USA. A labloration was established to develop the
project: “Preparation of a knotted library on baietesurface display to identify peptide leads”.

5) Ana Salomé Veiga was awarded with a Marie Clnfernational Outgoing Fellowships for

Career Development (IOF) under the framework ofdbkaboration between UBgF and the Dr
Joel Schneider’s group at the National CancertuitstiNIH, USA.

Prizes, honours and awards

Franquelim H. and Ribeiro M.M. APS travel grant,amded by the 2% American Peptide
Symposium, San Diego, USA, 25-30 June, 2011

Franquelim H. and Ribeiro M.M. Finalists of COHIiTERtrepreneurship Program (member of
team) — COTEC & ISCTE, Lisbon, Portugal, FebruankyJ2011.

Freire J.M. Best lecture, awarded by the VI YES titeg Oporto, Portugal, September 16-18
(Supervisor of the work presented by Inés Regoigediedo).

Henriques S.T. UQ Postdoctoral Research fellowshi@rded by the University of Queensland,
Australia.

Henriques S.T. Discovery Early Career Research Awawarded by the Australian Research
Council, Australia.
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Advanced teaching

Thesis Supervision/ Examination

Miguel Castanho and Sénia T. Henriques supervisedMaster Thesis of Inés Mota Torcato:
“Aumento do espectro de accdo de péptidos antitm@nes — Actividade sobre bactérias Gram-
negativas e Gram-positivas”, Faculdade de CiéndaadJniversidade de Lisboa, October 19,
2011.

Miguel Castanho co-supervised the PhD Thesis ofaCaB.A.S. Alves: “Computational and
experimental strategies for assessing the confanatand dynamic properties of proteins and
peptides”, Universidade da Madeira, Portugal, Ndven30, 2011.

Isa Serrano examined the Master Thesis of Inéseggir®: “Basement membrane alterations in
kernicteric brain microvasculature and pericyteposse to bilirubin”, Faculdade de Ciéncias e
Tecnologia da Universidade Nova de Lisboa, Noverdbe011.

Miguel Castanho, Henri Franquelim, Jodo Freire,nBigaspar, Sénia T. Henriques, Sonia S.
Santos, Isa Serrano, Marta M. Ribeiro, and Iné<dtor were engaged in the supervision and
tutoring of undergraduate research students franftculdade de Medicina da Universidade de
Lisboa.

Jodo Freire supervised and tutored an undergradddie student from the Faculdade de
Medicina da Universidade de Lisboa. The projectewanded by GAPIC.

Joao Freire, Diana Gaspar, Sénia S. Santos, anth MarRibeiro supervised International M.D.
Students under the International Federation of Bldstudents’ Association (IFMSA) Research
Exchange Program.

Workshops/Courses Attended

Franquelim H., Freire J.M., Gaspar D., Henriquds,Santos S.S., Ribeiro M.M., and Torcato |.
participated in the IMM Nanocourse: “Improving tectogy transfer from academia in
translational medicine”, IMM-FMUL, Lisboa, Portug&4-25 March, 2011.

Freire J.M. also participated in:
-“Theoretical part of the 210# course Emerging $odh Quantitative Fluorescence
Microscopy for systems Biology”, INSERM Workshogshon, Portugal, 4-6 September.

- “Studying Protein-Protein Interactions by Advaddaght Microscopy and Spectroscopy”,
EMBO Practical Course, Debrecen, Hungary, 16-22Atigu

- IMM Nanocourses, IMM-FMUL, Lisboa, Portugal: “mNAs and non-coding RNAs in cell
biology and human disease” 13-14 October, 2011p3$8itistics” February 23 to April 13,
2011; “Nanomedicine Course” February 28 to March2@]1; “Scientific Integrity” 17-18
February, 2011.

Gaspar D. and Serrano |. attended the workshod/T@&slue Culture Biocant, Cantanhede —
Portugal, November 15, 2011.
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Ribeiro M.M., Sa Santos S., and Serrano |. padieig in the Symposium “Barrier Systems in
Health and Disease” organized by Neuron Glia BiglogHealth and Disease Unit - iMed.UL,
CPM-FFUL, Lisboa, Portugal, May 30, 2011.

Sa Santos S. also participated in:
- “Nanosciences for Life” 10Short Course of the Portuguese Biophysical SacRsptarém,
Portugal. 17-19 November, 2011.

- “Laboratory Animal Science 2011 — Theoretical rssu(according to FELASA cat. B)”,
IMM-FMUL, Lisboa, Portugal. March 28 to April 1, 2Q.

- IMM Nanocourses, IMM-FMUL, Lisboa, Portugal: “Bimbaging Nanocourse on
Microscopy”, 5-6 December, 2011; “Nanomedicine Geliy Feb 28 to March 2, 2011.

Science and Society

Castanho M.A.R.B. “Café da Ciéncia: Quimica para €uturo sustentavel”’, Comissao
Parlamentar da Educacéo, Ciéncia e Cultura, Septemb

Castanho M.A.R.B. Scientific consultant for Biochstry, Harvard Medical School - Portugal
Programe, on-line repository for students.

Franquelim H.G. Represented the IMM PhD Students

Freire J.M. “A day watching Life in Motion”, Orgazing and tutoring an elementary school visit
to IMM and to UBqF Lab facilities. {5and &' grades — Nature Sciences class), Colégio Planalto
(Telheiras), Lisbon, Portugal, December 13, 2011.

Freire J.M. “The Colourful Life”, Theoretical anddetical Workshop about the origin of light
and the colour of things. {5and &' grades), Colégio Planalto (Telheiras), Lisbon t&ml, June
15-16, 2011.

Ribeiro M.M. Represented IMM at the “Health Inndeat & Technology Transfer Showcase —

Health Cluster Portugal" 27 September, 2011, IO\t8yersidade do Minho, Braga, Portugal.
Master and Ph.D. thesis completed

PhD Thesis

Carla S.B.A.S. Alves (2011). “Computational and eximental strategies for assessing the

conformational and dynamic properties of proteind peptides”. PhD Thesis, Universidade da

Madeira, Portugal, November 30, 2011. Co-supervidiguel A.R.B. Castanho.

Master Thesis

Inés Mota Torcato (2011). “Aumento do espectro deda de péptidos antimicrobianos —
Actividade sobre bactérias Gram-negativas e Grasitipas”. Master degree in Biochemistry,
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Specialization in Medical Biochemistry, Faculdade @iéncias da Universidade de Lisboa,
Portugal, October 19, 2011. Co-Supervisor: Migudt.B. Castanho.
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Tissue Morphogenesis and Repair Unit

Major interests / Objectives

Our group is interested in understanding molecalzd cellular processes that regulate tissue
repair and regeneration. We use model organisnis asidrosophilaand zebrafish due to their
amenability to genetic manipulation and live imapanalysis. Currently we are stusying wound
healing in epithelial tissues, regeneration of clexmrgans and the recruitment of immune
system cells to clear damaged cells in wounds.

Head of Unit
Antonio Jacinto, PhD — Assistant Professor, FMUL

Principal Investigators

Staff scientist
Staff scientist

Soren Prag, PhD
Nina Matova, PhD

Research Team

Marta Carapuco, PhD

Post Doc Fellowship, IMM (IafDecember 2011)

Dulce Azevedo, Ph

Pos-Doc Fellowship, FCT (left in August 201

Patricia Abrantes, Pt

Pos-Doc Fellowship, FC

Anna Zaidman, Ph

Pos-Doc Fellowship, IMM (Ja-June 2011
Pos-Doc Fellowship, FCT (from July 201

Ana Cristina Silva, Ph

Pos-Doc Fellowship, FC

Duarte Mesquita

Post-Doc Fellowship, EMBO

Jennifer Regan, PhD

Post-Doc Fellowship, EMBO uhtile 2011
Post-Doc Fellowship, IMM (from July to Decembe
left in December 2011)

Lara Jesus Carvalho, P

Pos-Doc Fellowship, Marie Cur

Joao Cordeiro, Pr

Pos-Doc Fellowship, FC

Ana Cristina Borges

Post-Doc Fellowship, FCT

Teresa CabriBrage

PhD Fellowship, FC

Neuza Teixeira

PhD Fellowship, FCT

Sara Mauricio de SoL

PhD Fellowship, IMM (left in July 201

Mariana Simode

PhD Fellowship, IMN

Marco Antunes

PhD Fellowship, FCT

Rita Mateu

PhD Fellowship, FC

Carolina Moreira

PhD Fellowship, FCT

Telmo Pereira

PhD Fellowship, FCT

Inés Cristo

PhD Fellowship, FCT

Susana Pon

Technician, IMN

Ana Sofia Azeved

Technician, IMN

Vania Francisc

Technician, IMN

Fabio Valéric

Technician, IMN

=
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Angela Dias Technician, IMM
TiagoKrug Coelht Technician, IMM (left in March 201.
Ana Sofia Brandao Masters Student (left in Decen2drl)
Cétia Cresp Masters Studer
Goncalo Miguel Brito Masters Student
Technician, IMM (left in December 2011)

Keywords/Research Areas

Cell and Developmental BiologiprosophilaGenetics , Cell Migration, Wound Healing,
Regeneration, Inflammation

Major scientific achievements

We have started the detailed characterizatioDrosophilawound healing mutants that we have
identified in a genetic screen (Campos et al., 20M0e publication Geiger et al. (2011) describes
a novel mutantHole-in-one that is required for efficient epithelial repand seems to be
involved in EGFR/ERK signalling.

We have establishddrosophilalarva as a tool to study immune cell migrationd homing. We
have shown that PI3K regulates a discrete populatidchemocytes (macrophage-like cells) at the
gut proventriculus (Zaidman-Rémy et al., 2011).

We have characterized molecularly the process dafebeoegeneration during caudal fin
regeneration demonstrating that the cells thatriturte to formation of new bone originate from
dedifferentiation of pre-existing bone tissue (Soatal., 2011), and we have demonstrated that,
similarly to amphibians, re-innervation is essdritafin regeneration in zebrafish.

Recent Most Relevant Publications

Zaidman-Rémy A, Regan JC, Brandao AS, Jacinto A120he Drosophila larva as a tool to
study gut-associated macrophages: PI3K regulatediserete hemocyte population at the
proventriculusDev Comp ImmundEpub ahead of print] (Journal IF: 3.293, Citatos

Sousa S, Afonso N, Bensimon-Brito A, Fonseca M, &M, Leon J, Roehl H, Cancela ML,
Jacinto A (2011) Differentiated skeletal cells c¢inite to blastema formation during zebrafish
fin regenerationDevelopmen13§18),3897-905. (Journal IF: 6.898, Citations: 1)

Geiger JA, Carvalho L, Campos I, Santos AC, Jacin{@011) Hole-in-one mutant phenotypes
link EGFR/ERK signaling to epithelial tissue repair Drosophila.PLoS One6(11), €28349.
(Journal IF: 4.411, Citations: 0)

Brodland GW, Conte V, Cranston PG, Veldhuis J, Sianhan S, Hutson MS, Jacinto A, Ulrich
F, Baum B, Miodownik M (2010) Video force microsgopeveals the mechanics of ventral
furrow invagination in DrosophilaProc Natl Acad Sci U S A0751), 22111-6. (Journal IF:

9.771, Citations: 7)
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Campos |, Geiger JA, Santos AC, Carlos V, Jacintg2810) Genetic screen in Drosophila
melanogaster uncovers a novel set of genes reqfdreembryonic epithelial repaikGenetics
184(1), 129-40. (Journal IF: 4.087, Citations: 7)

Ongoing Research Projects

2007/2010 Integrating the genetics, mechanics, gghenology of embryonic wound healing,
Human Frontier Science Program. Coordinator: Art@daicinto. HFSP-RGP21-07, €244 976

2009/2010 The role of re-innervation in zebrafishrégeneration. Coordinator: Anténio Jacinto.
GAPIC - 2009041, €1 180

2008/2011 Embryonic wound healing: a genetic apgdro&CT. Coordinator: Anténio Jacinto.
PTDC/BIA-BCM/65872/2006, €150 000

2008/2014 ERC-Epithelial Resealing, Comissdo Eueopg@oordinator: Anténio Jacinto. ERC -
208631 Epithelial Resealing, €1 150 000

2011 FCT Base. Coordinator: Anténio Jacinto.

2010/2013 The role of reinervation in tissue regatien, FCT. Coordinator: Anténio Jacinto.
PTDC/SAU-OBD/100200/2008, €126 000

2010/2013 Genetics of Nonsyndromic Cleft Lip anthga(NSCLP), FCT. Coordinator: Antonio
Jacinto. PTDC/SAU-GMG/101537/2008, €196 176

2010/2012 Development and characterization of Zishrastem cells: implications for the
development of transgenics — Fishcell, FCT. Padici: Antonio Jacinto; Coordinator: Leonor
Cancela, €18 739

2010/2012 The role of EGF/ERK signaling pathwayimirthe wound healing response in
Drosophila and zebrafish epithelia, Marie Curient@&sao Europeia. Fellowship: Lara Carvalho,
€146 783

2011/2012 Microarray analysis of transcription dgrinerve-dependent fin regeneration in
zebrafish, GAPIC. GAPIC-2011013, €2 160

2010/2012 Function of Integrins in Drosophila Haegte Migration, FCT. Coordinator: Soren
Prag. PTDC/SAU-OBD/101259/2008, €120 000

Publications in peer review Journals

Zaidman-Rémy A, Regan JC, Brandao AS, Jacinto A120he Drosophila larva as a tool to
study gut-associated macrophages: PI3K regulatediserete hemocyte population at the
proventriculusDev Comp Immuno[Epub ahead of print] (Journal IF: 3.293, Citaton)

Sousa S, Afonso N, Bensimon-Brito A, Fonseca M, disM, Leon J, Roehl H, Cancela ML,
Jacinto A (2011) Differentiated skeletal cells ciinite to blastema formation during zebrafish
fin regenerationDevelopmen13818), 3897-905. (Journal IF: 6.898, Citations: 1)
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Geiger JA, Carvalho L, Campos I, Santos AC, Jacin{@011) Hole-in-one mutant phenotypes
link EGFR/ERK signaling to epithelial tissue repair Drosophila.PLoS One6(11), €28349.
(Journal IF: 4.411, Citations: 0)

Azevedo D, Antunes M, Prag S, Ma X, Hacker U, Baodl GW, Hutson MS, Solon J, Jacinto A
(2011) DRhoGEF?2 regulates cellular tension and palkations in the Amnioserosa during
Drosophila dorsal closur@LoS One(9), e23964. (Journal IF: 4.411, Citations: 0)

Azevedo AS, Grotek B, Jacinto A, Weidinger G, Salid2011) The regenerative capacity of the
zebrafish caudal fin is not affected by repeategwationsPL0S One(7), €22820. (Journal IF:
4.411, Citations: 0)

Madsen, L, Kriegenburg F, Vala, A, Best, D, PragH®fmann K, Seeger M, Adams, IR,
Hartmannm-Petersen R: The tissue-specific Rep8/UBXBEcruits p97 to the endoplasmic
reticulum membrane for degradation of misfoldedtgirs (2011) PLoS ONE. 6(9):e25061
(Journal IF: 4.411, Citations: 0)

Other publications International

Moreira CG, Regan JC, Zaidman-Rémy A, Jacinto AagP% (2011) Drosophila hemocyte
migration: an in vivo assay for directional cellgrition. Methods Mol Biol 769, 249-60. Book
chapter.

Invited Lectures and Seminars

Jacinto A. Epithelial Repair in Drosophila, Depagtih of Zoology, University of Cambridge,
UK, February 24, 2011.

Jacinto A. Wound Repair in Drosophila. Seminar lie tCentre for Regenerative Medicine,
University of Bath, UK, June 20, 2011.

Communications in International Conferences

Jacinto A. Regulation of Tissue Repair in Drosophilhe 26th European Cytoskeletal Forum
(ECF) Meeting, Actin-Based Maotility: From Moleculés Model Organisms, Stresa, Italy, 29
October - 2 November, 2011. (Oral Presentation)

Antunes M., Cordeiro J., Pereira T., Jacinto A. ltation of Tissue Repair in Drosophila. The
26th European Cytoskeletal Forum (ECF) Meeting,ilABased Motility: From Molecules to
Model Organisms, Stresa, Italy, 29 October - 2 Malver, 2011. (Poster Presentation)

Carvalho L., Azevedo D., Campos Il., and JacintoTAe role of Septate Junctions during
epithelial wound healing. 22nd European DrosopRksearch Conference, Lisbon, Portugal,
September 21-24, 2011. (Poster presentation)
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Antunes M., Cordeiro J., Pereira T., Jacinto A. iRatjon of tissue repair in Drosophila. 22nd
European Drosophila Research Conference, Lisbortudd, September 21-24, 2011. (Poster
presentation)

Prag, S. Increased Oscillations of Actomyosin inl Retraction During Hemocyte Directed
Migration, 22nd European Drosophila Research Cenfas, Lisboa, Portugal, September, 2011.
(Oral presentation)

Zaidman-Rémy A., Regan J. (co-first author), Brand4 Jacinto A. The Drosophila larva as a
tool to study gut-associated macrophages: PI3Klatggi a discrete hemocyte population at the
proventriculus. 22nd European Drosophila Researchfé@ence, Lisbon, Portugal, September
21-24, 2011. (Oral presentation)

Moreira, C., Jacinto, A., Prag, S. The Role of Aglbe in Hemocyte Migration, 22nd European
Drosophila Research Conference, Lisbon, Portuggdte®nber 21-24, 2011. (Poster Presentation)

Teixeira N., Remy-Zaidman A., Jacinto A., Lopes M.22nd European Drosophila Research
conference. Lisboa, Portugal, September 21-24, APkter Presentation)

Prag, S. Increased Oscillations of Actomyosin inl Retraction During Hemocyte Directed
Migration, Gordon Research Conference on Gradiensig and Directed Cell Migration, Les
Diablerets, Switzerland, June 2011. (Oral and pgs&sentation)

Carvalho L. *, Geiger J. *, Campos |., Azevedo Ia¢into A. *These authors contributed equally
to this work. Hole-in-one and ERK signaling areuieed for epithelial tissue repair in

Drosophila, EMBO Workshop on Biophysical Mechanissth®evelopment, Lisbon, Portugal,
May 2011. (Poster presentation)

Antunes M., Cordeiro J., Pereira T., Jacinto Atedmating the genetics, mechanics and
phenomenology of wound healing. EMBO Workshop oopBysical Mechanisms of
Development, May 24-27, 2011. (Poster presentation)

Prag, S. “Increased Oscillations of Actomyosin @il Retraction During Hemocyte Directed
Migration”, EMBO Workshop on Biophysical Mechanis@$ Development, Oeiras, Portugal,
May 2011. (Oral presentation)

Mateus, R., Pereira, T., Jacinto, A. In vivo tissulynamics underlying zebrafish
fin fold regeneration. Conference: 7th Europeanraigth Meeting. Edinburgh, UK, 5-9 July,
2011. (Poster presentation)

Antunes, M., Cordeiro, J., Pereira, T., JacintoR&gulation of tissue repair in Drosophila The
26th European Cytoskeletal Forum (ECF) Meeting,ilABased Motility: From Molecules to
Model Organisms, Stresa, Italy, October 29 - Noveniy 2011. (Poster presentation)

Moreira, C., Regan, J., Zaidman-Rémy, A., JaciAtpPrag, S. Drosophila Hemocyte Migration
- an in vivo assay for Directional Cell Migratiom FFibronectin, Integrins & Related Molecules, a
Gordon-Kenan Reseach Seminar, Lucca (Barga), ItAjil 30 - May 1, 2011. (Poster
presentation)
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Communications in National Conferences

Antunes M., Cordeiro J., Pereira T., Jacinto A. NDPStudent Meeting IMM/CAML, IMM,
Lisbon, Portugal, October 17-18, 2011 (Oral prest#on)

Rita Mateus, Anténio Jacinto. Size-control RegolatDuring Regeneration: How to stop growth.
Pizza Seminar, IMM Lisbon. 15th March, 2011 (Onadgentation)

Mateus R., Pereira T., Jacinto A. In vivo tissue naiyics underlying zebrafish
fin fold regeneration. V PhD Student Meeting IMM/GIA. IMM, Lisbon, Portugal, October 17-
18, 2011. (Poster presentation)

Cristo I., Silva A. C., Borges A. C., Jacinto A. Wha healing! The role of tight junctions in
embryonic wound repair, V PhD Student Meeting IMMML. IMM, Lisbon, Portugal,
October17-18, 2011. (Poster presentation)

Moreira C., Jacinto A., Prag S. The Role of Adhesio Hemocyte Migration, V PhD Student
Meeting IMM/CAML, IMM, Lisbon, Portugal, October 1¥8, 2011. (Poster presentation)

Moreira C., Drosophila haemocyte migration, Pizzmihar talk, Student's Seminar Series,
IMM, Lisbon, January 18, 2011. (Oral presentation)

Teixeira N., Palmer K., Zaidman-Rémy A., Hancock lacinto A., Gilmore M., Lopes M. F.
PhD meeting ITQB. Oeiras, Portugal. October 200tal presentation)

Organisation of Conferences

Jacinto A. co-organized 22nd European DrosophilgeRech Conference, Lisbon, Portugal,
September 21-24, 2011.

Prag S. organized and lectured the EMBO Practicairé: on Drosophila Techniques, Lisbon,
Portugal, March 2011.

Prag S. and Jacinto A. co-organized and lecturedRdiculty on Inserm/IMM Workshop on
“Emerging Tools in Quantitative Fluorescence Micasy for Systems Biology”, Lisbon,
Portugal, September 2011.

Soren Prag organized and lectured the Faculty ainiiging Nano Course on Microscopy,
Lisbon, Portugal, December 2011.

Moreira C. co-organized the V PhD Student MeetiMgICAML (in the context of the IMM
PhD Student Committee 2010-2011), IMM, Lisbon, ®eio17-18, 2011.

Moreira C. co-organized the IV PhD Student Retfgathe context of the IMM PhD Student
Committee 2010-2011), September 25-27, 2011.
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Internationalization
Jacinto A. is a member of the steering committe@udinTissue, a Research Network Programme
of the European Science Foundation.
Prizes, honours and awards

1st prize for Poster Presentation at V PhD Stublsgting IMM/CAML, IMM, Lisbon, Portugal,
October 17-18, 2011, Carolina Moreira.

1st Prize for Oral presentation at V PhD Studenefing IMM/CAML, IMM, Lisbon, Portugal,
October 17-18, 2011, Marco Antunes.
Advanced teaching

Jacinto A. lectured in the GABBA PhD programme, §Reeration in Zebrafish: the contribution
of the nerves” in the module Nerve Regeneratio@B Porto, June 13, 2011.

Prag S. organized and lectured the EMBO Practicairé2 on Drosophila Techniques, Lisbon,
Portugal, March 2011.

Prag S. and Jacinto A. co-organized and lecturedRdculty on Inserm/IMM Workshop on
“Emerging Tools in Quantitative Fluorescence Micasy for Systems Biology”, Lisbon,
Portugal, September 2011.

Moreira C. lectured the Live Imaging classes at BMBO Practical course: Drosophila
techniques, IMM, Lisbon, March 3-8, 2011.

Antunes A. lectured the Live Imaging classes at EMBO Practical course: Drosophila
technigues, IMM, Lisbon, March 3-8, 2011.

Mateus R. lectured the teaching class "Regenerag8oa part of the subject "Biologia do
Desenvolvimento" for the Masters "Genética MolecidaBiomedicina”, Universidade Nova -
Faculdade de Ciéncias e Tecnologia, 15th Deceribéd,

Science and Society

Mateus R. and Jacinto A. Participation in movie ¢Dmentario 100 anos UL - O Desejo do
Saber", Universidade de Lisboa, 2nd June, 2011.

Master thesis completed
Gongalo Miguel Brito (2011), “The role of Hippo patay in zebrafish fin regeneration”,

Mestrado em Biologia do Desenvolvimento, FaculdadeeCiéncias da Universidade de Lisboa.
Supervisors: Antonio Jacinto.
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Ana Sofia da Silva Pereira Brandao (2011), “Anayi GPCR functions in hemocyte navigation
in Drosophila melanogaster”, Mestrado em BiologiaDksenvolvimento, Faculdade de Ciéncias

da Universidade de Lisboa. Supervisors: AntoniandacJennifer Claire Regan, Anna Zaidman-
Remy.
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Immunology & Infectious Diseases Programme

Programme Coordinators Mario Ramirez, José Moniz Pereira, Rui Victorino

Heads of Unit:

Luis Gracga, MD, PhD

Ana Espada de Sousa, MD, PhD

Henrique Veiga-Fernandes, PhD
Maria Mota, PhD
Bruno Silva-Santos, PhD

Méario Ramirez, PhD

Gunnar Rudolf Mair, PhD

Maria Ermelinda Camilo, MD, PhD

Luisa Figueiredo, PhD

Jodo Eurico da Fonseca, MD, PhD
Joao Pedro Simas, DVM, PhD
Elsa Anes, PhD, FFUL

Jodo Gongalves, PhD, FFUL

Principal Investigators:

Luis Graca

Ana Espada de Sousa, Rui Victorino, M2,
Conceicdo Santos, Jodo Lacerda, Iris
Caramalho

Henrique Veiga-Fernandes
Maria Mota, Miguel Prudéncio
Bruno Silva-Santos, Ana Pamplona

Mario Ramirez, José Melo Cristino, Thomas
Hanscheid, Jo&o Carrico

Gunnar Rudolf Mair

Maria Ermelinda Camilo, Helena Cortez
Pinto, Isabel Monteiro-Grillo, Paula Ravasco

Luisa Figueiredo, PhD

Jodo Eurico da Fonseca, Helena Canhé&o
Joao Pedro Simas

Elsa Anes

Jodo Gongalves, Mariana Santa Marta, Paula
Brito
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Cellular Immunology Unit

Major interests / Objectives

The Cellular Immunology Unit studies the mechanisimgerlying the induction and maintenance
of immune tolerance. In other words, we researcthauks to reprogramme the immune response
in situations where the immune system is causindisaase like as it happens in allergy,
autoimmunity and transplant rejection.

In addition we are interested in defining the fimmal properties of lymphocytes that can
promote immune tolerance by suppressing pathogemine responses.

We believe that in the foreseeable future antikibayapy, as well as other strategies to modulate
the immune system, will have an important repetionss the quality of life of people suffering
from diseases such as allergy, autoimmunity amsplant rejection.

Head of Unit

Luis Graga, MD, DPhil — Assistant Professor, FMUL

Research Team

Ana Agu«Doce PhDFellowship, FC

Catarina Almeid MSc Student, IEFP (left in June 20

Alexandre Varela Research Assistant, IMM

Ivonne Wollenber PhD Fellowship, FCT (left in October 20.

Joana Duarte PhD Fellowship, FCT (left in March201

Marta Caridade, M¢ PhD Fellowship, FC

Marta Monteiro, Phl Pos-doctoral Fellowship, FC

Patricia Santos, PhD Post-doctoral Fellowship, HEfT in
November 2011)

Vanessa Oliveira, DPhil Post-doctoral Fellowshi@,TF

Silvia Almeida, Phl Pos-Doctoral Fellowship, FC

Research Areas
Immune tolerance; Regulatory T cells; Natural Kille cells (NKT); Allergy, Transplantation;
Autoimmunity

Major scientific achievements

1. CD4-blockade can induce long-term tolerance in ausaomodel of multiple
sclerosis. Tolerance is associated with alterawdnThl7/Treg ratio in the
synovial, as well as elimination of pre-committétetor cells.
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We found treatment with non-depleting anti-CD4 maaopal antibody (MAb) could
prevent the development of EAE in mice, as wellpasvent the progression of the
disease when mice were treated after the onseABf Blsing TCR-transgenic cells we
were able to follow the fate of T cells as tolemns established, thus unveiling the
underlying regulatory mechanisms.

2. Long-term tolerance to allergens can be induced vaihti-CD4 antibodies,
including in an animal model of peanut-induced drydgoxis.

CD4 blockade at the time of allergen exposure irduamtigen-specific tolerance in mice,
sparing immune competence to unrelated antigens.

3. A subset of Follicular helper T cells (Tfh) expreBsxp3 and regulate the
germinal centre reaction.

We found that Foxp3+ cells, with phenotypic chagastics of Tfh, can be identified in
the GC — we named these cells Tfr. Tfr cells acdataun the GC during the course of
GC reaction, and control the overall magnitude g tesponse and the amount of
antibodies produced.

Recent Most Relevant Publications

Wollenberg I, Agua-Doce A, Hernandez A, Almeida@iveira V, Faro J, Graca L. (2011)
Regulation of germinal centre reaction by Foxp3iidiaar regulatory T cells. J Immunol.
187(9):4553-60(Journal IF 2009: 5.646; Citations: 1)

Monteiro M, Almeida CF, Caridade M, Ribot JC, Deadt Agua-Doce A, Wollenberg I, Silva-
Santos B, Graca L. (2010) Identification of RegogtFoxp3+ Invariant NKT Cells Induced by
TGF. J Immunol185: 2157-2163(Journal IF 2009: 5.646; Citations: 11)

Graca L, Le Moine A, Lin C-Y, Fairchild PJ, CobbdiP, Waldmann H. (2004) Donor-specific
transplantation tolerance: the paradoxial behasfoCD4'CD25 T cells. Proceedings of the
National Academy of Sciences USE01: 10122-10126. (Journal IF 2004: 10.452, Citeti®9)

Graca L, Cobbold SP, Waldmann H. (2002) Identifaratof regulatory T cells in tolerated
allografts. Journal of Experimental Medicine, 19841-1646. (Journal IF 2003: 15.302,
Citations: 300)

Graca L*, Lin C-Y*, Cobbold SP, Waldmann H. (200Rpminant transplantation tolerance

impairs CD8+ T cell function but not expansion”.ti@ Immunology. 3: 1208-1213. [* Joint
first author$. (Journal IF 2003: 28.180, Citations: 99)

Ongoing Research Projects

2009/2011 Invariant Natural Killer T Cells in Algic Asthma and Tolerogenic Therapy, FCT.
Coordinator: L. Graga. PIC/IC/82895/2007, €155 000
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2010/2012 Tolerance induction to recombinant gigtfiactors in a murine model of hemophilia,
FCT. Coordinator: Vanessa G. Oliveira. PTDC/SAUMIB08267/2008, €200 000

2011/2013 Cellular therapy for liver-specific imneusuppression, FCT. Coordinator: L. Graca.
PTDC/SAU-TOX/114424/2009, €198 000

2009/2012 Improving Immunotherapy. European Commiss Participant: L Graca.
FP7/SUDOE/Immunonet, €117 000 (total ).

2011/2013 Boosting dendritic cell function to féeile tolerance induction to recombinant
clotting factors, Bayer Global Hemophilia Awards.odedinator: Vanessa G Oliveira,
US$170,000.

2012/2013 Cellular therapy to induce local immunepsession in islet transplantation, Novo
Nordisk/European Foundation for the Study of DiabeCoordinator: L. Graga. €100,000.

2012/2014 Regulation of germinal centre reaction gxp3+ follicular T cells, FCT.
Coordinator: L. Graca. PTDC/SAU-IMU/120225/2010481755.

2011/2012 Contract research, ECBio. Approxima&d§,000.

Publications in Peer Review International Journals

Moura RA, Cascao R, Perpetuo I, Canhao H, Vieinas8oE, Mourao AF, Rodrigues AM,
Polido-Pereira J, Queiroz MV, Rosario HS, Soutoréan MM, Graca L*, Fonseca JE*. (2011)
Cytokine pattern in very early rheumatoid arthrifvours B-cell activation and survival.
Rheumatology. 50: 278-282. (Citations: 4; IF 200236) *JOINT SENIOR AUTHOR

Oliveira VG, Caridade M, Paiva RS, Demengeot J,c&rh. (2011) Sub-optimal CD4 T cell
activation triggers autonomous T@Fdependent conversion to Foxp3+ regulatory T cé&lis.J
Immunol. 41: 1249-1255. (Citations: 5; IF 2009: A1

Agua-Doce A, Graca L. (2011) Prevention of housst duite-induced allergic airways disease in
mice through immune tolerance. PLoS ONE 6(7):e22@2f@ations: O; IF 2010: 4.411)

Wollenberg I, Agua-Doce A, Hernandez A, Almeida @jveira V, Faro J, Graca L. (2011)
Regulation of germinal centre reaction by Foxp3tiidaar regulatory T cells. J Immunol. 187: .
doi: 10.4049/jimmunol.1101328 (Citations: 1; IF 20%5.745)

Duarte J, Caridade M, Graca L. (2011) CD4-blockeate induce protection from peanut-induced
anaphylaxis. Front Immunol. 2: 56. Doi: 10.3389imn2011.00056 (Citations: O; IF 2010: ND).

Invited Lectures and Seminars

Graca L. Tolerance induction in allergy. At “New rgeectives in immunotherapy”
workshop, Fundacion Dr. Antonio Esteve, Barcel@yzgin, April 29, 2011.
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Graca L. Induction of immune tolerance with monoelo antibodies. International
workshop: New trends of immunotherapy, Hospital vérsitario Puerta de Hierro,
Madrid, Spain, May 20, 2011.

Graca L. Immune tolerance and cancer immunotherdply. Biomedial Research
Workshop of Vigo. Vigo, Spain, May 24, 2011.

Graca L. Regulation of germinal centre reaction antibody production. New trends of
immunotherapy symposium. Montpellier, France, Novenv, 2011.

Graca L. Immunogenicity in cellular therapies. Adeed Therapeutics Workshop.
Faculdade de Farmacia da Universidade de Lisbaotydd, November 24 — 25, 2011

Communications in International Conferences

Oliveira VG, Caridade M, Paiva RS, Demengeot J hui$ Graca, Sub-optimal CD4 T cell
activation triggers TGB-dependent conversion of Foxp3+ regulatory T celldje Keystone
Symposia ‘TGF-beta in Immune Responses: From BéodBedside’, held in Snowbird, Utah,
USA, January 7-12, 2011. (Poster presentation)

Monteiro M, Almeida CF, Caridade M, Duarte J, AdDeee A, Graca L. Peripheral induction of
invariant NKT cells producing Foxp3, IL-9 and IL-1The Keystone Symposia “NK and NKT
cell biology”. Breckenridge, Colorado, USA, Janu@r§4, 2011. (Poster presentation)

Monteiro M, Almeida CF, Caridade M, Duarte J, GracdJpregulation of Foxp3 by invariant
NKT cells in the cervical lymph nodes correlateghpiotection from EAE. The Keystone
Symposia “NK and NKT cell biology”. Breckenridge,ol@rado, USA, January 9-14, 2011.
(Poster presentation)

Monteiro M, Almeida CF, Agua-Doce A and Graca lepRogramming the fate of iNKT cells
towards IL-9 production. 6th International Sympasian CD1 and NKT Cells. Chicago, lllinois,
USA, September 23 - 27, 2011. (Poster presentation)

Wollenberg |, Agua-Doce A, Hernandez A, Almeida QBliveira VG, Faro J, Graca L.
iRegulation of the germinal centre reaction by R¥xfollicular T cells. 16th Germinal Centre
Conference, Birmingham, UK, September 4 — 8, 2(Qtal presentation)

Agua-Doce A, Oliveira V, Graca L, Enhancing tolezags antibodies to prevent Factor VIII
inhibitors.World Immune Regulation Meeting V, Day&witzerland, March 24-27, 2011 (Poster
presentation)

Caridade M., Agua-Doce A., Oliveira V., Ribeiro R,Msraca L. The Role of microenvironment
in Tolerance Induction to Foreign Antigens. Keygt@ymposia — Immunoregulatory Networks,
Breckenridge, CO, USA, April 01-05, 2011 (Postergantation)
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Communications in National Conferences

Caridade M., Oliveira V., Agua-Doce A., Ribeiro R,NBraca L. The fate of CD4+ T cells under
tolerogenic stimulation: a modeling perspective. Xl SPI Annual Meeting —“Portrait of the
immune system: history and perspective" Institutolb&nkian de Ciéncia, Oeiras, Portugal,
November 29-30, 2011 (Poster presentation)

Organisation of National and International Confererces

Graca L. Organizer and lecturer of Internationatkgbop: New trends of immunotherapy,
Hospital Puerta de Hierro, Madrid, Spain, May 201 2.

Graca L. Organizer and lecturer of New trends ofmimotherapy symposium. Montpellier,
France, November 7, 2011.

Graca L. Organizer of New Frontiers in biologidatapy Symposium, under the auspices of
Sociedade Portuguesa de Imunologia, Instituto dediditea Molecular, Lisbon, Portugal,
November 26, 2011.

Internationalization

Collaborative research with Dr. José Faro (Universi Vigo, Spain) — co-supervision of PhD
student. Led to common publication and co-supeswisif PhD student.

Collaborative research with Dr. Ruy M. Ribeiro (L&kamos National Laboratory, NM, USA) —
co-supervision of PhD student. Support from Colfabmrium Programme Fundag&o Calouste
Gulbenkian.

Collaborative research with Dr. Lennart Mars (Umnsity of Toulouse, France). Exchange of
materials and joint experiments involving one PliRlent. Supported under a FP7 network
SUDOE/Immunonet.

Collaborative research with Dr. Florain Kreppel (lsity of UIm, Germany). Exchange of
reagents and training. Supported by a FCT grant.

Participation in a European Network involving sedaboratories interested in immunotherapy:
FP7/ SUDOE/Immunonet.

Prizes, honours and awards

NEDAI Prize in Autoimmunity Research 2011 to Jodhaarte, Ana Agua-Doce, Jodo Eurico
Fonseca e Luis Graca for the publication of theepdlodulation of synovial IL-17 and Foxp3
expression in the prevention of autoimmune ar#iriti 2010.

Travel Award from the Portuguese Society of Immogglto Vanessa Oliveira to attend The
Keystone Symposia ‘TGF-beta in Immune ResponsesmFBench to Bedside’, held in
Snowbird, Utah, January 7-12, 2011.
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Industry contract research

Contract research with ECBio, Lisbon

Advanced teaching

Graca L. Coordinator of the Immunology module fbe tPrograma Gulbenkian de Formacgéao
Médica Avancada — Programa Doutoral para Médicetd kit IMM in January 2011.

Graca L, Monteiro M. Participation in of the Immuiogy module for the GABBA PhD
Programme. Held at Instituto de Biologia Molecwdatelular, Porto, March 2011.

Science and Society
Graca L, Scientific advisor for the developmenarfand science project by artist Maria Manuela

Lopes, 2011.

Graca L, Scientific advisor for the developmentaof and science project by artist Marta de
Menezes, 2011.

PhDThesis completed

Ivonne Wollenberg (2011) The role of regulatory 8ll€ in the control of B cell mediated
immune responses. Faculdade de Medicina da Unilagtside Lisboa. Supervisor: Luis Graca;
Co-supervisor: José Faro (University of Vigo).

Joana Duarte (2011) Reprogramming the immune systi#imanti-CD4 monoclonal antibodies.
Faculdade de Medicina da Universidade de Lisbopeisisor: Luis Graca.

Rita Moura (2011) The role of B cells in the egplyase of rheumatoid arthritis. Faculdade de
Medicina da Universidade de Lisboa. Supervisor.oJ&dirico Fonseca; Co-supervisor: Luis
Graca.
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Clinical Immunology Unit

Major interests / Objectives

UIC’s research focuses on human T cell homeostagisimmune regulation with the ultimate

goal of identifying new strategies for immunolodiceconstitution and targets for immune-based
therapies.

An important part of UIC’s research effort is cewtron HIV/AIDS immunopathogenesis, mainly

through the study of HIV-2, a naturally attenuatean of HIV infection.

UIC prioritizes the “bedside to the bench” approack, given the transversal nature of Clinical
Immunology, brings together physician/clinical rasders, from different medical areas, and
basic researchers.

Head of Unit

Ana E. Sousa, MD, PhD — Investigator and AuxiliBrpfessor, FMUL

Principal Investigators

Rui MM Victorino, MD, PhD — Full Professor, FMUL

Maria Conceicdo Pereira-Santos, PharmD, PhD — tigedsr, FMUL

Iris Caramalho, PhD — Investigator, IMM

Joéo Lacerda, MD, PhD — Associate Professor, FMUL

Maria Soares, PhD - Investigator, IMM (Left in Nowker; Head of Flow Cytometry Unit. IMM)

Research Team

Russell B Foxall, PhD Post Doc Fellowship, FCT

Andreia Fonseca, Ph Post Doc Fellowship, EMB

Adriana S. Albuquerque, PhD Post Doc Fellowsh{pT F

Helena Nunes Cabaco, PhD Post Doc Fellowship, FCT

Rui Soares, MS PhD Fellowship, FCT (left iAugust

Rita Tendeiro, BS PhD Fellowship, FC

Ana Rita Barbosa, B! PhD Fellowship, FC

Rita Azevedo, BSc PhD Fellowship, FCT (left in Apri
Susana Mendes Fernandes, PhD Fellowship, FC

Catarina Mota, MD PhD Fellowship, FCT

Paula Matoso, M¢ Research Fellowship, FC

Ana Rita Pires, BS Research Fellowship, FCT (since Jant
Ana Isabel Pinheiro, MSc Research Fellowship, F&ificeé February)
Vania Nunes Silva, M¢ Research Fellowship, FCT (since Jt

Ana Luisa Caetano, BSc Technician, FMUL (since Oetd

Inés Filipa dos Santos Martins, MSc| Information Technician, IEFP (since April)
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Susana Lopes da Silva, MD, MSc Immunoallergolo$iSM, Lecturer, FMUL

José Gongalo Marques, M Consultant Pediatrician, HSM, Lecturer, FM

Ana Isabel Lopes, MD, PhD PaedigBastroenterology Unit Coordinator (Chief of
Service), Auxiliary Professor, FMLU

Francisca Fontes, MD, PhD Auxiligmpfessor, FMUL, Consultant Internist, HSM
(left in April)

Carlos Ferrira, MD, PhD Auxiliary Professor, FMUL, Consultant Internist, M.

Ana Margarida Amaral Gomes, B Research Fellowship, F(

Teresa Moscoso MD Resident in Immunoallergologynt@eHospitalar
Lisboa Norte, Hospital Pulido Valel ( left in February

José Geraldo Dias MD Resident in Immunoallergol@pgntro Hospitalar
Lisboa Norte, Hospital Santa Ma (left in April)

Joana Bruno Soares MD Resident in ImmunoallergolGgytro Hospitalar
Lisboa Norte, Hospital Santa Maria (March to July)

Pedro Tiago Silv, MD Resident in ImmunoallergologyCentro Hospitala
Lisboa Norte, Hospital Santa Mai(since Octobe

Keywords/Research Areas
Human T cell homeostasis ; Immune regulation; HINY8 immunopathogenesis; HIV-2
infection.; Primary immunodeficiencies; Immunolagjiceconstitution.

Major scientific achievements

 Human T cell homeostasis / Immune regulation

Our studies of human thymic tissue, removed undereat standard protocols of reconstructive
cardiac surgery in children, provided new insights the steps involved in human regulatory T
cell development.

» Primary immunodeficiencig®rimary Immunodeficiency Centre HSM/FMUL/IMM)

We published in Blood the first case of thymic splantation in the context of human FOXN1
deficiency. Moreover, through the study of B-cadfidiencies, we revealed a link between B-cell
differentiation and homeostasis of Th17 cells, a4CDcell subset critical in inflammation and
response to microbes.

* HIV/AIDS immunopathogenesis / HIV-2 infection

We developed assays to quantify HIV-2 spliced andpliced RNA transcripts that revealed
significant amounts of ongoing viral replicatioresgpite low to undetectable levels of circulating
virus in HIV-2 infection. Additionally we pursueti¢ investigation of factors underlying immune
activation and its regulation during HIV/AIDS bylgishing the first data on regulatory T cells in
HIV-2 infected patients.

Recent Most Relevant Publications

Cavaleiro R, Baptista AP, Soares RS, Tendeiro RalF&B, Gomes P, Victorino M, and Sousa
AE. (2009) Major Depletion of Plasmacytoid Dendri€ells in HIV-2 Infection, an Attenuated
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Form of HIV DiseasePLoS Pathodp(11) e1000667. doi:10.1371/journal.ppat.1000667 (Jalurn
IF: 9.079, Citations: 10).

Azevedo RI, Soares MV, Barata JT, Tendeiro R, S€metano A, Victorino RM, Sousa AE.
(2009) IL-7 sustains CD31 expression in human néil2g+ T cells and preferentially expands
the CD31+ subset in a PI3K-dependent manidood 1132999-3007 (Jornal IF: 10.558,
Citations: 14).

Pereira-Santos MC, Baptista AP, Melo A, Alves RRai®s RS, Pedro E, Pereira-Barbosa M,
Victorino RMM, Sousa AE. (2008) Expansion of cimtithg Foxp3(+) CD25(bright) CD4(+) T
cells during specific venom immunotheragi@lin Exp Allergy 38:291-297. (Journal IF: 4.195,
Citations: 27)

Sousa AE, Carneiro J, Meier-Schellersheim M, Grass®, and Victorino RM. (2002) CD4 T
cell depletion is linked directly to immune activat in the pathogenesis of HIV-1 and HIV-2 but
only indirectly to the viral load] Immunoll69.3400-3406. (Journal IF: 5.745, Citations: 221)

Grossman Z, Meier-Schellersheim M, Sousa AE, ViomRM, and Paul WE. (2002) CD4+ T-
cell depletion in HIV infection: are we closer toderstanding the causiature Medicine3:319-
321. (Journal IF: 25.430, Citations: 266)

Ongoing Research Projects

2007/2011 HIV-2 infection and the thymus, FCT, Ghieator: Ana E Sousa, FCT/PTDC/SAU-
MI1/66248/2006, €136.621

2007/2011 HIV/AIDS Program IMM-FCG, Fundacdo CateuSulbenkian, Coordinator: Ana E
Sousa, €150.000

2008/2011lmmune Reconstitution after Unrelated atdplotype-Mismatched Stem Cell
Transplantation, FCT, Coordinator: Maria SoareD@MISAU-MI1/67662/2006, €122.986

2009/2012 Long-term impact of thymectomy performeéarly infancy, FCT, Coordinator: Rui
MM Victorino, PIC/IC/83068/2007, €75.000

2009/2012 Clinical implications of activation of 3RK/Akt signaling pathway in primary adult
acute lymphoblastic leukemia, FCT, CoordinatoroJealacerda, PIC/IC/83023/2007, €134.000

2009/2012 Lymphoid Tissues in HIV-2 Infected patsenFCT, Coordinator: Ana E Sousa,
PIC/IC/82712/2007, €195.000

2011/2013 Modulation of HIV replication and latgrin human CD4 T cells by regulatory small
RNAs, Merck Investigator Studies Program. Merck & dnc. Coordinator: Ana E. Sousa, IISP
ID#: 39114, €142,000

2011/2014 HIV/AIDS: contribute of naive CD4 T calbmeostasis, FCT. Coordinator: Ana E.
Sousa. PTDC/SAU-IMU/109786/2009, €159.694

2011/2014 Cellular and molecular requirements imdumu regulatory T cell development, FCT.
Coordinator: Iris Caramalho. PTDC/SAU-IMU/11354008, €158.360
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Publications in peer review Journals

Markert ML, Marques JG, Neven B, Devlin BH, McCarteA, Chinn IK, Albuquerque AS,
Silva SL, Pignata C, de Saint Basile G, Victoring,RPicard C, Debre M, Mahlaoui N, Fischer
A, and Sousa AE (2011) First use of thymus traargption therapy for FOXN1 deficiency
(nude/SCID): a report of two cas@ood117, 688-96. (Journal IF: 10.558)

Soares RS, Tendeiro R, Foxall RB, Baptista AP, &R, Gomes P, Camacho R, Valadas E,
Doroana M, Lucas M, Antunes F, Victorino RM, anduSa AE (2011) Cell-associated viral
burden provides evidence of ongoing viral replmatin aviremic HIV-2 infected patients.

J Virol 85, 2429-38. (Journal IF: 5.189)

Soares RS, Matoso P, Calado M, and Sousa AE (2Bfrajegies to quantify unspliced and
multiply spliced mRNA expression in HIV-2 infectiod Virol Methodsl75, 38-45. (Journal IF:
2.139)

Fabre-Mersseman V, Dutrieux J, Louise A, Rozlah&nine A, Parker R, Rancez M, Nunes-
Cabaco H, Sousa AE, Lambotte O, and Cheynier R1P@D4+ Recent Thymic Emigrants
Contribute to Human Immunodeficiency Virus (HIV) $eevoir In Vivo, Implication for HIV
PathogenesiIDS 25,1153-62. (Journal IF: 6.348)

Barbosa RR, Silva SP, Silva SL, Melo AC, Pedro &Ed®sa MP, Pereira-Santos MC, Victorino
RM, and Sousa AE (2011) Primary B-Cell DeficiesciReveal a Link between Human IL-17-
Producing CD4 T-Cell Homeostasis and B-Cell Diffaration. PLoS ONE6, €22848. (Journal
IF: 4.411)

Foxall RB, Albuquerque AS, Soares RS, Baptista SRyaleiro R, Tendeiro R, Gomes P,
Victorino RM, and Sousa AE (2011) Memory and ndike-regulatory CD4+ T cells expand
during HIV-2 infection in direct association wittD@+ T-cell depletion irrespectively of viremia.
AIDS 25, 1961-70. (Journal IF: 6.348)

Nunes-Cabaco H, Caramalho |, Sepulveda N and SAEs§011) Differentiation of human
thymic regulatory T cells at the double positivaget.Eur J Immunol 41, 3604-3614. (Journal
IF: 4.942)

Caramalho |, Rodrigues-Duarte L, Perez A, Zelenay&ha-Goncalves C and Demengeot J
(2011) Regulatory T cells contribute to diabetestgution in lipopolysaccharide-treated non-
obese diabetic mic&cand J Immundl4, 585-595. (Journal IF: 1.935)

Di Mitri D, Azevedo RI, Henson SM, Libri V, RiddeNE, Macaulay R, Kipling D, Soares MV,
Battistini L, Akbar AN (2011) Reversible senesceint@iuman CD4+CD45RA+CD27- memory
T cells.J Immunoll87, 2093-100. (Journal IF: 5.745)

Libri V, Azevedo RI, Jackson SE, Di Mitri D, LachmaR, Fuhrmann S, Vukmanovic-Stejic M,
Yong K, Battistini L, Kern F, Soares MV, Akbar ARF11) Cytomegalovirus infection induces
the accumulation of short-lived, multifunctional @ZBCD45RA+CD27+ T cells: the potential
involvement of interleukin-7 in this proces$simunologyl 32, 326-39. (Journal IF: 3.302)
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Amaral AJ, Ferretti L, Megens H-J, Crooijmans RPMMe H, Ramos-Onsins SE, Perez-Enciso
M, Schook LB, Groenen MA. (2011) Genome-Wide Fdotgr of Pig Domestication and
Selection Revealed through Massive Parallel Sedugrd Pooled DNAPL0S ONES, €14782.
(Journal IF: 4.411)

Monteiro PH, Pinheiro LS, Alvoeiro L, Lucas M, Va@ino RMM (2011) Clopidogrel-induced
liver failure.J Roy Soc Me, 40. (Journal IF: 1.366)

Carvalho A, Cunha C, Almeida AJ, Osério NS, SardwaTeixeira-Coelho M, Pedreiro S,
Torrado E, Domingues N, Gomes-Alves AG, Marqued.dcerda JF, da Silva MG, Gomes M,
Pinto AC, Torres F, Rendeiro P, Tavares P, Di laviniMedeiros R, Heutink P, Bracci PM,
Conde L, Ludovico P, Pedrosa J, Maciel P, Pitzurraversa F, Marques H, Paiva A, Skibola
CF, Romani L, Castro AG, Rodrigues F. (2011) T& 48836 polymorphism in TLR9 confers a
population-based increased risk of non-Hodgkin lgompa. Genes ImmunAug 25. doi:
10.1038/gene.2011.59. [Epub ahead of print] (JduFa.367)

Oleastro M, Pelerito A, Nogueira P, Benoliel J, t8anA, Cabral J, Lopes Al, Ramalho PM,
Monteiro L. (2011) Prevalence and incidence of tt#iacter pylori Infection in a healthy
pediatric population in the Lisbon arg#elicobacterl6, 363-72. (Journal IF: 3.109)

Vitoriano |, Saraiva-Pava KD, Rocha-Goncgalves MitBa A, Lopes Al, Oleastro M, Roxo-Rosa
M. (2011) Ulcerogenic Helicobacter pylori straimelated from children: a contribution to get
insight into the virulence of the bacteri®.oS ONBEB, €26265. (Journal IF: 4.411)

Sologuren |, Boisson-Dupuis S, Pestano J, VinceBt ®ernandez-Pérez L, Chapgier A,
Céardenes M, Feinberg J, Garcia-Laorden MI, Picar8abtiago E, Kong X, Janniére L, Colino
E, Herrera-Ramos E, Francés A, Navarrete C, Blaghearia E, Remiszewski P, Cordeiro A,
Freeman A, Holland S, Abarca K, Valeron-Lemaur MynGalo-Marques J, Silveira L, Garcia-
Castellano JM, Caminero J, Pérez-Arellano JL, Buoatde J, Abel L, Casanova JL, Rodriguez-
Gallego C (2011). Partial recessive IFR1 deficiency: genetic, immunological and clinical
features of 14 patients from 11 kindreHsim Mol GeneR0, 1509-23. (Journal IF: 8.085)

Other publications National

Ana E Sousa, Rui MM Victorino2011) Imunopatogénese e resposta imunolddicaManual
sobre SIDA: Ed. F. Antunes - Permanyer Portugal, 42 Edicéo.

Emilia Faria, Susana Lopes da Si2D11) Imunodeficiéncias primariasn: Fundamentos de
Imunoalergologia. Da Epidemiologia ao Tratamerfaborda Barata L, eds: Lisboa; Lidel.

Marques JGZ011) Chapterin: Protocolos de Urgéncia em Pediatri@orreia M, Levy Gomes
AL, Camilo C, Abecasis F, Vieira M, Quintas F, e8%edi¢cdo. ACSM Editora, Lisboa.

Esteves I, Silva S, Marques J&)(1)Infeccdo e Imunodeficiéncias Primériasfeccdo e Sépsis
10, 5-13.

Reis Boto ML, Sandes AR, Brites A, Silva S, StoneARneida M Q011) Severe immune
haemolytic anaemia due to ceftriaxone in a patwithh congenital nephrotic syndrom@cta
Paediatr100e191-3.
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Mascarenhas MI, Silva SL, Mendes A, Santos AS, @&rBarbosa MP (2011) Alergia aos
anestésicos locaifcta Med PorR4, 293-298.

Invited Lectures and Seminars

Pereira Santos MC, New in vitro testing methodsliing allergy, 2nd International Congress
Southern European Allergy Societies, Estoril, Rpatu29-31 March, 2011

Lopes da Silva S. News on curative therapeutidBsP2nd International Congress of SEAS
(Southern European Allergy Societies). Estoril, 8aB1- April 2, 2011.

Caramalho, I. Regulatory T cells as a therapeatiget in autoimmunity. || National Congress on
Autoimmunity, Almancil, Portugal, April 29, 2011.

Sousa AE. Do desenvolvimento das células T aoptanie timico. Ciéncia e Ensino - 100 anos
da FMUL. Faculdade de Medicina da Universidadeidbda, May 6, 2011

Lopes da Silva S. Imunoglobulinas. 12 Reunido sdbrivados do sangue. Porto. July 1-2, 2011.

Caramalho I. Immunology of Regulatory T cells. telimational Summer Course ASIA, Troia,
Portugal, September 17, 2011.

Lacerda JF. Cellular Immunotherapy post-stem catigplantation. IX encontro de Engenharia
Biomédica. FMUL, Novemberll, 2011

Ana E. Sousa. Discordancia Imuno-Virolégica na dgf® HIV. 1° Reunido Infeccdo e
Imunologia, Vila do Conde, Portugal, November 1212

Susana M. Fernandes. GALT (Gut associated lymph@gue). 1° Reunido Infeccdo e
Imunologia, Vila do Conde, Portugal, November 1212

Pereira Santos Mdmunoterapia especifica- Novos conceitos, 50 amesoalergologia
Hospitalar em Portugal, Lisboa, Portugal, Noveni#tier2011

Pereira Santos MRara |4 do paradigma Thl Th2,12 Reunido Associdgadervicos de
Imunoalergologia-ASIA, Lisboa, Portugal, Decem®€i0, 2011

Communications in International Conferences

Tendeiro R, Soares M, Baptista AP, Cavaleiro R,aloR, Soares RS, Gomes P, Victorino
RMM, Sousa AE. Naive CD4+ T-Cell Disturbances ar®f/AIDS, HIV Evolution, Genomics
and Pathogenesis, Keystone Symposia, Whistler, dzan&larch 20-25, 2011(Poster
presentation)

Barbosa RR, Silva SL, Silva SP, Melo A, Pedro EbBaa MP, Santos MCG, Victorino RMM,

Sousa AE. BAFF-R and TACI expression in Common &faleg Immunodeficiency B Cells: New

Insights into Normal versus Dysregulated Functi&eystone Symposia, Whistler, Canada, April
12-17, 2011(Poster presentation)
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Caramalho I, Nunes-Cabag¢o H and Sousa AE. Rolerafrion-gamma chain cytokines in human
Treg development, EUThyme-Rolduc Meeting, Leeuwesthd\etherlands, May 21-24, 2011
(Poster presentation)

Gomes CL, Pinto MV, Ferreira C, Pereira J, Pratil&rques Jdntravenous immunoglobulin as
a treatment option in severe Kikuchi-Fujimoto ds=aESPID Meeting, The Hague, June 7-11,
2011. (Poster presentation)

Pereira Santos MC, Batista A,Campos Melo A, Pedrpdteira Barbosa M, Victorino RMM,
Sousa AE. Foxp3+CD25brightCD4+Tcells expand in@ation with specific IgE/IgG4 changes
during long term specific venom immunotherapy. XXXngress of the European Academy of
Allergy and Clinical Immunology, Istambul, 11-15n&y 2011. (Poster presentation)

Caiado J, Pereira Santos MC, Venenalm L, Costaedyrd®E, Barbosa M, Castells M vitro
diagnosis in hypersensitivity to platitsXX Congress of the European Academy of Allergy an
Clinical Immunology, Istambul, 11-15 June, 201 1rg(presentation)

Pinto MV, Palha AM, Marques JG, Silva S, Lopes @hstrointestinal involvement in Chronic
Granulomatous disease and Crohn's Disease: a diigtin histopathological pattern?"5
Europediatrics. Wien, Austria, June, 2011. (Pgstesentation)

Foxall R, Tendeiro R, Baptista AP, Soares RS, @Gn@R, Gomes P, Victorino RMM, Sousa
AE. PD-1/PD-L1 over-expression in HIV-2 infectioa:naturally occurring attenuated form of
HIV/AIDS, 6th IAS Conference on HIV Pathogenesisedtment and Prevention. Rome, ltaly,
July 17-20, 2011(Poster presentation)

Fernandes SM, Tendeiro R, Pires AR, Paulo SE, if@r@ Foxall RB, Victorino RMM, Sousa
AE. HIV 2 impact on mucosa associated lymphoidugss6th IAS Conference on HIV
Pathogenesis, Treatment and Prevention. Rome, ltally 17-20, 2011(Poster presentation)

Pinto M, Luis P, Alves A, Palha AM, Marques JGV&ilS, Rute A, Lopes Al. Gastrointestinal
involvement in chronic granulomatous disease aolres disease: a distinctive histopathological
pattern. 23rd European Congress of Pathology, he]shugust 27- September 1, 2011 (Oral
presentation)

Alves A, Palha AM, Matos M, Lopes Al. Morphologicahd immunophenotypic esophageal
mucosa characterization in children with EosindphiEsophagitis: which contribution to the

differential diagnosois with Gastroesophageal refllisease? 23rd European Cogress of
Pathology, Helsinki, August 27- September 1, 2@l presentation)

Santos-Sanches |, Pires R, Lino L, Semedo-Lemsadddienreiro R, Rolo D, Brito-Avd A,
Morais A, Marques J@on-random distribution of virulence genes in Grd\streptococcus
(GAS) from colonization and infection. XVIII Landefd International Symposium on
Streptococci and Streptococcal Diseases. Palertady, ISeptember 4 - 8, 2011. (Poster
presentation)

Vitoriano |, Saraiva-Pava KD, Rocha —Gongalves aAnt8s A, Lopes Al, Oleastro M, Roxo-
Rosa M. Ulcerogenic profile of Helicobacter pylpgdiatric strains: a contribution to get insight
into the virulence of the bacteria. The XXIV th tédmational Workshop of the European
Helibacter Study Group, Dublin, September 11-13,122@ral presentation)
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Prata F, Oliveira L, Pestana L, Esteves |, MouziAhd/iegas MP, Guerreiro C, Marques JG,
Valente P.Mother-to-child transmission of HIV1 from motherstlwnegative serology on the
third trimester of pregnancy — report of three sas#' World Congress of the WSPID.
Melbourne, Australia, November, 16-19, 2011. (Rostesentation)

Communications in National Conferences

Tendeiro R, Soares M, Baptista AP, Cavaleiro R,aloR, Soares RS, Gomes P, Victorino
RMM, Sousa AE. Naive CD4+ T-cell disturbances ad/AIDS. SPI International School of

Immunology 2011, Portuguese Society for Immunoldggyira, March 28 — April 1, 2011. (Oral

presentation)

Silva SL, Albuquerque AS, Marques JG, Ligeiro Dyl BH, Dutrieux J, Cheynier R, Pignata
C, Victorino RM, Markert ML, Sousa AE. Long-ternmpact of thymectomy performed in early
infancy. SPI International School of Immunology 20Portuguese Society for Immunology,
Tavira, March 28 — April 1, 2011. (Oral presentajio

Fernande$M, Tendeiro R, Foxall R, Victorino RMM, Sousa AHIV 2 impact on lymphoid
tissues. SPI International School of Immunology Z0Rortuguese Society for Immunology,
Tavira, March 28 — April 1, 2011. (Oral presentajio

Pinto MV, Palha AM, Marques JG, Silva SL, Lopes Bhvolvimento gastrointestinal na doenca
granulomatosa cronica e na doenca de Crohn: uma@adstopatolégico distintivo? XXIV
Reunido da Sociedade de Gastrenterologia PedidDfocaMarch 17-18, 2011(Oral presentation)

Durdo F, Esteves I, da Silva SL, Morais A, Marqu& Infeccdo por BCG em doentes com
SCID. XIl Jornadas Nacionais de Infecciologia Peitia. Braga, 19-21 May, 2011. (Poster
presentation)

Moutinho A, Esteves |, Janeiro P, Palaré MJ, Gagpaviarques JG, Sousa AB. Sindrome de
Barth: uma forma rara de neutropenia ciclica. ¥thadas Nacionais de Infecciologia Pediétrica.
Braga, 19-21 May, 2011. (Poster presentation)

Susana M. Fernandesl,2, Rita Tendeirol, SérgioakloB, Cristina Ferreira4, Luis Correia5,
Ana Rita Piresl, Rui M.M. Victorinol,2, Ana E Sous$#V-2 infection acquired early in life.
Conference on HIV/AIDS. A Collaborative Solutionr féropical Diseases: the Luso-American
Response. Luso-American Development Foundation BLA.isbon. September 7-9, 2011.
(Poster presentation).

Soares RS, Tendeiro T, Foxall RB, Baptista AP, @n@R, Gomes P, Camacho R, Valadas E,
Doroana M, Lucas M, Antunes F, Victorino RMM, SouaE. Cell-associated viral burden
provides evidence of ongoing viral replication wiramic HIV-2 infected patients. Conference
on HIV/AIDS. A Collaborative Solution for TropicdDiseases: the Luso-American Response.
Luso-American Development Foundation (FLAD). LisboBeptember 7-9, 2011. (Oral
presentation).

Tendeiro R, Fernandes S, Foxall RB, Soares RS, da@P, Cavaleiro R, Gomes P, Victorino
RMM, Sousa AE. B-cell compartment in HIV-2 infeatio Conference on HIV/AIDS. A
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Collaborative Solution for Tropical Diseases: thast-American Response. Luso-American
Development Foundation (FLAD). Lisbon. Septemb®&; 2011. (Poster presentation).

Foxall RB, Albuquerque AS, Soares RS, Baptista 8Ryaleiro R, Tendeiro R, Cortesao CS,
Gomes P, Victorino RMM, Sousa AE. Memory and ndike-regulatory CD4+ T cells expand
during HIV-2 and HIV-1 infections in direct assabim with CD4+ T-cell depletion but only
indirectly with viral load. Conference on HIV/AIDSA Collaborative Solution for Tropical
Diseases: the Luso-American Response. Luso-Amereavelopment Foundation (FLAD).
Lisbon. September 7-9, 2011. (Poster presentation).

Soares JB, Melo AC, Caiado J, Mendes A, Lopes Aielfa MB, Barbosa MP, Pereira Santos
MC Contributo do Teste de Activacao de Basofilosapadiagnéstico de hipersensibilidade aos
anti-inflamatérios néo-esterdides. Portuguese $pocfer Immunoallergology and Clinical
Immunology XXXII Annual Meeting, Porto, 1-3 Octoh@011. (Oral presentation)

Sousa F, Melo A, Caiado J, Barbosa MP, Sousa AteiraeSantos MC. Estudo longitudinal da
expressao de ERI e da IgE em basdfilos e células dendriticas sso@acdo com a funcdo dos
basofilos numa doente com asma alérgicagrave &ra@mth Omalizumab. Portuguese Society for
Immunoallergology and Clinical Immunology XXXII Amial Meeting, Porto, 1-3 October, 2011.
(Poster presentation)

Costa AC, Duarte FC, Silva P, Caiado J, Pedro BtBML, Pereira Santos MC, Barbosa MP.
Inducao de tolerancia oral especifica em joventizalaom alergia persistente grave ao leite de
vaca. Portuguese Society for Immunoallergology @fisical Immunology XXXII Annual
Meeting, Porto, 1-3 October, 2011. (Poster prediemt)

Albuguerque AS, Marques JG, Silva SL, Ligeiro DyleBH, Dutrieux J, Cheynier R, Pignata
C, Victorino RM, Markert ML, Sousa AE. Decipherine human FOXN1-null phenotype
through thymic transplantation, Thymus@Porto, Bdbictober 14, 2011 (Poster presentation).

Nunes-Cabaco H, Caramalho I, Sepulveda N, Sousa Diferentiation of human thymic
regulatory T cells at the double positive stageyriis@Porto, Porto, October 14, 2011 (Poster
presentation).

Caramalhol, Nunes-Silva V, Pires AR, Pintal, Mota C, Nunes-Cabaco H and Sousg.
Impact of common-gamma chain cytokines on humamityregulatory T cell development,
XXXVII Annual Meeting of the Portuguese Society flonmunology, Oeiras, November 29-30,
2011 (Poster presentation).

Mota C, Nunes-Silva V, Victorino RMM, Sousa AE aidramalho |. Notch signaling enhances
the in vitro differentiation of human Regulatory T cells, XXXIVAnnual Meeting of the
Portuguese Society for Immunology, Oeiras, Noven2i9eB0, 2011 (Poster presentation).

Barbosa RR, Silva SL, Silva SP, Barata JT, Sousa B&FF-R and TACI expression in
Common Variable Immunodeficiency — insights intacagtor dynamics. XXXVII Annual
Meeting of the Portuguese Society for Immunologgir@s, November 29-30, 2011 (Poster
presentation).

Fernandes SM, Pires AR, Foxall RB, Ferreira C, ¥é¢tgrnandes H, Sousa AE. Lymphoid tissue
inducer (LTi)-like cells in human tonsils and colomucosa. XXXVII Annual Meeting of the
Portuguese Society for Immunology, Oeiras, Noven28eB0, 2011. (Poster presentation).
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Nunes-Cabaco H, Tendeiro R, Foxall RB, Soares Rfhelro Al, Matoso P, Sousa AE. HIV-2
has a reduced ability to infect the human thymugXXIl Annual Meeting of the Portuguese
Society for Immunology, Oeiras, November 29-30,20Qral presentation).

Organisation of Conferences

Lopes da Silva S. Organizer and Lecturer of theRa&lmop "Imunodeficiéncias Primarias” at the
XXXIl Reunido Anual SPAIC. Porto, October 1-3, 2011

Sousa AE. Co-organizer of the SPI International o®thof Immunology 2011, Portuguese
Society for Immunology, Tavira, March 28 — April2011.

Internationalization
List of publications revealing international netwaollaborations:

Markert ML, Marques JG, Neven B, Devlin BH, McGartEA, Chinn IK, Albuquerque AS,
Silva SL, Pignata C, de Saint Basile G, Victoring,RPicard C, Debre M, Mahlaoui N, Fischer
A, and Sousa AE (2011) First use of thymus traargption therapy for FOXN1 deficiency
(nude/SCID): a report of two cas@&ood117, 688-96.

Fabre-Mersseman V, Dutrieux J, Louise A, Rozlah&nine A, Parker R, Rancez M, Nunes-
Cabaco H, Sousa AE, Lambotte O, and Cheynier R1P@D4+ Recent Thymic Emigrants
Contribute to Human Immunodeficiency Virus (HIV) $eevoir In Vivo, Implication for HIV
PathogenesidIDS 25,1153-62.

Di Mitri D, Azevedo RI, Henson SM, Libri V, RiddeNE, Macaulay R, Kipling D, Soares MV,
Battistini L, Akbar AN (2011) Reversible senesceinmtéiuman CD4+CD45RA+CD27- memory
T cells.J Immunol187, 2093-100.

Libri V, Azevedo RI, Jackson SE, Di Mitri D, LachmaR, Fuhrmann S, Vukmanovic-Stejic M,
Yong K, Battistini L, Kern F, Soares MV, Akbar AR{11) Cytomegalovirus infection induces
the accumulation of short-lived, multifunctional @BCD45RA+CD27+ T cells: the potential
involvement of interleukin-7 in this proces$simunologyl 32, 326-39.

Amaral AJ, Ferretti L, Megens H-J, Crooijmans RPMMe H, Ramos-Onsins SE, Perez-Enciso
M, Schook LB, Groenen MA. (2011) Genome-Wide Fadotgr of Pig Domestication and
Selection Revealed through Massive Parallel Segogré Pooled DNAPL0S ONBES, €14782.

Sologuren |, Boisson-Dupuis S, Pestano J, VinceBt ®ernandez-Pérez L, Chapgier A,
Céardenes M, Feinberg J, Garcia-Laorden MI, Picar8adtiago E, Kong X, Janniére L, Colino
E, Herrera-Ramos E, Francés A, Navarrete C, Blafhearia E, Remiszewski P, Cordeiro A,
Freeman A, Holland S, Abarca K, Valeron-Lemaur MynGalo-Marques J, Silveira L, Garcia-
Castellano JM, Caminero J, Pérez-Arellano JL, Buoatde J, Abel L, Casanova JL, Rodriguez-
Gallego C (2011)Partial recessive IFNR1 deficiency: genetic, immunological and clinical
features of 14 patients from 11 kindretisim Mol Genet.;20 (8):1509-23.
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Government/Organization contract research

Rui MM Victorino. Member of the Advising Committder the National Board for HIV/AIDS
(Ministry of Health)

Rui MM Victorino. Member of the National Scientif@ouncil for Health and Life Sciences, FCT
Rui MM Victorino. Collaborator in the National HélalPlan 2011-2016 (Ministry of Health)

Maria Conceicéo Pereira Santos, Member of the Goatal Board of the Portuguese Group for
Primary Imunodeficiencies (GPIP)

José G Gongalves, Member of the Coordinator Bodrth® Portuguese Group for Primary
Imunodeficiencies (GPIP)

Ana | Lopes, President of the Portuguese SocieBediiatric Gastrenterology
Ana E Sousa. Member of the Assessment Board fordtiDPost-Doc Fellowships, FCT
Ana E Sousa. Treasurer of the Sociedade de Ciéi&dias de Lisboa (SCML)

Ana E Sousa. President of the Portuguese Societynfaunology (SPI)

Advanced teaching

Sousa AE. Organized the course of “Immunology” gade lectures. VIII Mestrado de Infeccdes
Emergentes. Faculdade de Medicina da Universidadéstboa. Lisboa, January 3-17, 2011.

Soares MV. Imaturidade e senescéncia no sistemaitémio. VIII Mestrado de InfeccBes
Emergentes. Faculdade de Medicina da Universidadéstboa. Lisboa, January 3, 2011.

Lopes da Silva S. Imunodeficiéncias Primarias. MWestrado de Infeccdes Emergentes.
Faculdade de Medicina da Universidade de Lisba#hda, January 10, 2011.

Albuguerque AS and Foxall RB. Laboratory demoniast in practical immunology. VI
Mestrado de Infec¢cdes Emergentes. Faculdade decMadia Universidade de Lisboa. Lisboa,
January 10 and 17, 2011.

Foxall RB. Evaluation of specific immune responsédl Mestrado de Infeccdes Emergentes.
Faculdade de Medicina da Universidade de Lisbahda, January 17, 2011.

Tendeiro R. Vacinas. VIl Mestrado de Infeccdes Eymates. Faculdade de Medicina da
Universidade de Lisboa. Lisboa, January 17, 2011.

Sousa AE. Imunopatogénese da infeccao VIH/SIDACLso Pés-Graduado de Farmacoterapia
na Infeccdo por VIH/SIDA. Faculdade de Medicinalifdversidade de Lisboa. Lisboa, January
17, 2011.
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Lacerda JF, Transplantation of hematopoietic pritgenand adoptive cell therapy. Programa de
Doutoramento em Ciéncias da Salde. Faculdade décikkedda Universidade de Coimbra.
Coimbra, March 2011

Lopes Al, Hepatite autoimmune. Curso de Hepatoldgediatrica, Hospital Pediatrico de
Coimbra, Coimbra, April, 2011

Sousa AE. Imunodeficiéncia associada a infeccao. Miktituto de Ciéncias Biomédicas Abel
Salazar. Porto, June 9, 2011.

Sousa AE. Imunopatologia da infeccao VIH/SIDA. @ilirso Pds-Graduado de Actualizacdo em
Tuberculose e infeccéo por VIH. FMUL, Lisboa, J6)y2011.

Pereira Santos MC, Inflamacdo virus e sensibili@aagdérgica, Formacdo Avancada em
Alergologia Pediatrica -Instituto de Ciéncias daidea - Universidade Catdlica Portuguesa,
Lisboa, Portugal, October, 2011

Marques JG. Organizer and lecturer of the coursaciivas”. Xl Congresso Nacional de
Pediatria. Albufeira, October, 2011

Lopes da Silva S. Gave a lecture in: Curso 1 -li&a#o Congresso Nacional de Pediatria 2011 -
"Vacinas" Temas: "Bases Imunoldgicas da VacinagdtiReacctes de hipersensibilidade - como
Lidar? Albufeira, October 8, 2011

Lopes Al, Esofagite eosinofilica — Up to date Smssilornadas Anuais do Departamento de
Pediatria do HSM- CHLN, Lisboa, November 25, 2011

Amaral AJ, gave lecture in the “Workshop on Biommhatics and Systems Modeling”, Faculdade
de Ciéncias, Universidade de Lisboa, November 222051.

Science and Society
Lopes da Silva S. Manifestacdes de Imunodefici@terdmarias. Assembleia Geral da APDIP
(Associacdo Portuguesa de Doentes com Imunodefie€®rimarias). Odivelas, November 19,
2011.
Lopes da Silva S. Bases Imunoldgicas da Vacind&¥. (Plano Nacional de Vacinacao) -
Divulgacéo de Boas Praticas. INFARMED. Lisboa, &eber 13-14, 2011

Master and PhD thesis completed

PhD thesis completed
Rita Isabel Silva de Azevedo (2011) “The roldlo¥ in the Homeostasis of Human Naive and

Memory CD4+ T cell subsets”. Faculdade de MediaaaJniversidade de Lisboa. Supervisor:
Maria Soares.
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Rui Manuel da Silva Soares (2011) “Papel da Cargal Celular na Imunodeficiéncia
HIV/SIDA: Contributo do Estudo da Infeccdo pelo H®. Faculdade de Medicina da
Universidade de Lisboa. Supervisor: Ana E Sousa.

Specialiaty in Immunoallergology: Clinical Immunology Laboratory training period for the
final degree (Ordem dos Médicos/Ministry of Health)

Teresa Moscoso, M.D. Resident in Immunoallergoldggntro Hospitalar Lisboa Norte, Hospital
Pulido Valente (2011) Supervisor: Maria Conceicécelra Santos.

José Geraldo Dias, M.D. Resident in ImmunoallergploCentro Hospitalar Lisboa Norte,
Hospital Santa Maria (2011) Supervisor: Maria Cigée Pereira Santos

Joana Bruno Soares, M.D. Resident in Immunoallegyql Centro Hospitalar Lisboa Norte,
Hospital Pulido Valente (2011) Supervisor: Marian€eicao Pereira Santos

Master thesis completed

Orlando Galego (2011) “Severe prolonged CD4 T-dgthphopenia in a patient with a

phagocytic disorder, X-linked chronic granulomatdisgease.” Mestrado Integrado em Medicina,
da Faculdade de Medicina da Universidade de LisBopervisor: Ana E Sousa.



Immunobiology Unit | 165

Immunobiology Unit

Major interests / Objectives

Immunological studies are crucial for public healgroviding knowledge for vaccine
development and for the treatment of immune diggrdeansplantation, infectious diseases and
cancer. Understanding the mechanisms underlyirigrdiftiation of immune cells and the control
of immune responses involves analyses ranging fgonphoid organogenesis to lymphocyte
differentiation and function.

Our research projects are centred on the cellmdmaolecular mechanisms governing lymphoid
organogenesis and lymphocyte development and amcti

Head of Unit

Henrique Veiga-Fernandes, DVM, PhD

Research Team

Afonso Almeida, PhD Post-Doc Fellowship, FCT

Manuela Ferreira, PhD Post-Doc Fellowship, FCT

Sales lbiza, PhD Post-Doc Fellowship, Spanish MCE
Diogo Pereir PhD Fellowship, FC

Lara dos Santt Technicial

Silvia Madeire Technicial

Rita Domingue: Technicial

Helder Ribeiro Technician

Inés Barbos Technician (Left May 201.

Keywords/Research Areas

Lymphoid organogenesis; Haematopoiesis; Innate [|hoopte function; Lymphocyte
development

Major scientific achievements

Differential mechanisms for enteric organogenesi$Ve have found that LTin cells are critical
players in the earliest phases of enteric lymplooghn development. Thus, adhesion mediated
motility arrest of Lymphoid Tissue initiator (LTinells determine early maturation of enteric
mesenchymal cells in a RET dependent, chemokinepirdent manner. This work has been
recently submitted for publication

Role of neurotrophic factors during haematopoiesidleurotrophic factors of the GDNF family
ligands (GFLs) signal through the RET tyrosine kmaeceptor and are critical molecules for
nervous system function. Our work showed that REA novel and critical molecule for HSCs
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survival, opening new harizons for the usage of REHL signalling axes as therapeutic targets
in HSC transplantation protocols.__This work is reatly being prepared for submission
Moreover, despite previous studies indicating & afl RET in thymic differentiation, we found
that this kinase is not required for normal thymepis. A manuscript describing this work is
also currently being prepared.

Role of RET in enteric homeostasidJsing a RET reporter mouse line we found that kinase

is highly expressed in mucosal lymphocytes. Usimgs land gain of RET function models we
have found a critical role of RET in mucosal homasis. This work will require one additional
semester to be submitted for publication.

Generation of transgenic models for de-regulated tRexpression in lymphocytes In the
laboratory we have generated different genetiqalbdified mouse models: Ret conditional KO
mice; Ret Kl in the Rosa26 locusCD2-Ret hCD2-ReYE A and hCD2-ReY™"?® transgenic
mice. We have obtained several founders and patteon had germ-line transmission. These
transgenic lines are currently being characterised.

Role of Retinoic Acid (RA) in enteric lymphoid orgagenesis Genetic analysis revealed that
RA signalling is critically involved in haematoptie cell differentiation. _A manuscript
describing this work is also currently being prephr

Recent Most Relevant Publications

Veiga-Fernandes H, Kioussis D, Coles M (2010). Ndtkiller receptors: the burden of a name. J
Exp Med. 207(2):269-72. (Journal IF: 14.77; Citatio7).

Gascoyne DM, Long E, Veiga-Fernandes H, de Bodfilliams O, Seddon B, Coles M,
Kioussis D, Brady HJ. (2009) The basic leucine eidpanscription factor E4ABP4 is essential for
natural killer cell development. Nat Immunol. 1018124, (Journal IF: 25.60; Citations: 54).

Veiga-Fernandes, H., Coles, M.C., Foster, K.EelPAL, Williams, A., Natarajan, D., Barlow,
A., Pachnis, V. and Kioussis, D. (2007). Tyrosingake receptor Ret is a key regulator in
Peyer’'s Patch organogenesis. Nature 446, 547-6arn@l IF: 36.1; Citations: 51).

Peixoto, A., Evaristo, C., Munitic, I., Monteiro,.MCharbit, A., Rocha, B. and Veiga-Fernandes,
H. (2007). CD8 single-cell co-expression reveatsdtdifferent effector types present at distinct
phases of the immune response. J. Exp. Med. 208:209. (Journal IF: 14.77; Citations: 35).

Veiga-Fernandes, H. and Rocha, B. (2004). Highesgion of active CDK®6 in the cytoplasm of
CD8 memory cells favors rapid division. Nature Immabl 5, 31-37. (Journal IF; 25.6.; Citations:
54).

Ongoing Research Projects

2008/2013 Role of neurotrophic factors in the immsgstem. Coordinator: H. Veiga-Fernandes.
EMBO installation grant, 1648. €250 000.

2008/2013 Role of the proto-oncogene Ret in lymgtedunction. Coordinator: H. Veiga-
Fernandes. ERC starting grant, 207057. €1 901 400.
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2010/2012 Role of haematopoietic cell subsets dusimphoid organogenesis. Coordinator: H.
Veiga-Fernandes. PTDC/SAU-MI1/100016/2008. €197 802

2010/2012 Role of the tyrosine kinase RET in foatal adult haematopoiesis. Coordinator: H.
Veiga-Fernandes. PTDC/SAU-MI1/104931/2008. €182.600

Publications in peer review Journals

Zaragoza B, Evaristo C, Kissenpfennig A, Libri Validsen B, Rocha B, Freitas AA, Almeida
AR (2011). Cell-to-cell interactions and signalsdtved in the reconstitution of peripheral CD8
T(CM) and T(EM) cell pools. PLoS One. 14;6(3):e134@ournal IF: ND; Citations: 0)

Narita M, Young ARJ, Arakawa S, Samarajiwa SA, Nddima T, Yoshida S, Hong S, Berry LS,
Reichelt S, Ferreira MTavaré S, Inoki K, Shimizu S, Narita M. (2011)SabtCoupling of
MmTOR and Autophagy Augments Secretory PhenotyBefence May 20;332(6032):966-70.
(Journal IF: 31,3; Citations: 6)

Fujiwara H, Ferreira M, Donati G, Marciano DK, Lamt JM, Sato Y, Hartner A, Sekiguchi K,
Reichardt LF, Watt FM. (2011). The basement memb@nhair follicle stem cells is a muscle
cell niche Cell, Feb 18;144(4):577-89Journal IF; 32,4; Citations: 8)

Other publications International

Cupedo T, Coles M, Veiga-Fernandes H. (2011). Dmprakent and structure of lymph nodes in
humans and mice. In: Developmental Biology of Heipl Lymphoid Organs. Springer
(Heidelberg). P. 59-74.

Cupedo T, Coles M, Veiga-Fernandes H. (2011). 8iracand development od Peyer’s patches
in humans and mice. In: Developmental Biology ofifteral Lymphoid Organs. Springer
(Heidelberg). P. 97-106.

Ferreira M, Santos L, Ferreira-Almeida F, DomingRe®8arbosa |, Veiga-Fernandes H. (2011).
“Retinoic Acid in the development of Peyer’s patehimternational School of Immunology.
Tavira, Algarve, Portugal.

Fonseca-Pereira, D., Madeira, S. et al. (2011)I€Ré RET tyrosine kinase in haematopoiesis”,
EMBO/ENII conference “Homeostasis and perturbatiafsimmunity”, 97, Capo Caccia,
Sardinia, Italy

Other publications National

Ferreira M, Santos L, Ferreira-Almeida F, DomingRe®8arbosa |, Veiga-Fernandes H. (2011).
“Retinoic Acid in the development of Peyer’'s paheXXX VIl SPI Annual Meeting. Instituto
Gulbenkian de Ciéncia, Oeiras, Portugal.

Fonseca-Pereira, D., Madeira, S. et al. (2011)le®é neurotrophic factors in haematopoiesis”,
V IMM/CAML PhD Student Meeting, 26, Lisboa, Portlga
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Fonseca-Pereira, D., Madeira, S. et al. (2011)leRé neurotrophic factors in haematopoiesis”,
“XXXVII Annual Meeting of the Portuguese Society lofimunology”, Oeiras, Portugal.

Afonso R. M. Almeida, Diogo Pereira, Silvia Madeiad Henrique
Veiga-Fernandes (2011) Role of the tyrosine kimaseptor RET in T cell function. XXXVII
SPI Annual Meeting, November 29-30. Oeiras, Pottuga

Invited Lectures and Seminars
Veiga-Fernandes H. Lymphoid organogenesis. ENIlf@antchool. Cappo Caccia. May 2011

Veiga-Fernandes, H. Neurotrophic factors and Imnaelefunctions. SFB854 International
Symposium. Magdburg, Germany. September 2011.

Veiga-Fernandes, H. Neurotrophic factors and Imnmaelefunctions. EMBL, Monterotondo,
Italy, November 2011.

Communications in International Conferences

Ferreira M, Santos L, Ferreira-Almeida F, DomingRe®8arbosa |, Veiga-Fernandes H. (2011).
“Retinoic Acid in the development of Peyer’s patehimternational School of Immunology.
Tavira, Algarve, Portugal.

Fonseca-Pereira, D., Madeira, S. et al. (2011)I¢Ré RET tyrosine kinase in haematopoiesis”,
EMBO/ENII conference “Homeostasis and perturbatiafsimmunity”, 97, Capo Caccia,
Sardinia, ltaly.

Communications in National Conferences

Ferreira M, Santos L, Ferreira-Almeida F, DomingRe8arbosa |, Veiga-Fernandes H. (2011).
“Retinoic Acid in the development of Peyer’s pateheXXX VIl SPI Annual Meeting. Instituto
Gulbenkian de Ciéncia, Oeiras, Portugal.

Fonseca-Pereira, D., Madeira, S. et al. (2011)leRé neurotrophic factors in haematopoiesis”,
“XXXVII Annual Meeting of the Portuguese Society lofimunology”, Oeiras, Portugal.

Afonso R. M. Almeida, Diogo Pereira, Silvia Madeiad Henrique
Veiga-Fernandes (2011) Role of the tyrosine kimaseptor RET in T cell function. XXXVII
SPI Annual Meeting, November 29-30. Oeiras, Pottuga

Internationalization

Cupedo T, Coles M, Veiga-Fernandes H. (2011). Dmprakent and structure of lymph nodes in
humans and mice. In: Developmental Biology of Rwzipl Lymphoid Organs. Springer
(Heidelberg). P. 59-74.

Cupedo T, Coles M, Veiga-Fernandes H. (2011). 8iracand development od Peyer’s patches
in humans and mice. In: Developmental Biology ofifteral Lymphoid Organs. Springer
(Heidelberg). P. 97-106.
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Zaragoza B, Evaristo C, Kissenpfennig A, Libri Validsen B, Rocha B, Freitas AA, Almeida
AR (2011). Cell-to-cell interactions and signalsdtved in the reconstitution of peripheral CD8
T(CM) and T(EM) cell pools. PLoS One. 14;6(3):e134@ournal IF: ND; Citations: 0)

Narita M, Young ARJ, Arakawa S, Samarajiwa SA, Nsiia T, Yoshida S, Hong S, Berry LS,
Reichelt S, Ferreira M, Tavaré S, Inoki K, Shimi3u Narita M. (2011)Spatial Coupling of
MTOR and Autophagy Augments Secretory PhenotyBegence May 20;332(6032):966-70.
(Journal IF: 31,3; Citations: 6)

Fujiwara H, Ferreira M, Donati G, Marciano DK, Lamt JM, Sato Y, Hartner A, Sekiguchi K,
Reichardt LF, Watt FM. (2011). The basement memb@nhair follicle stem cells is a muscle
cell niche Cell, Feb 18;144(4):577-89Journal IF: 32,4; Citations: 8)

Advanced teaching

Veiga-Fernandes H. Lymphoid organogenesis. GABBMA Ritogramme. Universidade do
Porto, Portugal. May 2010.
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Malaria Unit

Major interests / Objectives

Malaria is still estimated to be responsible fonillion deaths in vast parts of our planet. Within
the human hostPlasmodium malaria’s causative agent, infects very distoalts types: liver
hepatocytes and red blood cells. While in hepats®tasmodiunreplicates in a single cycle of
infection into thousands of new parasites, latah@abloodPlasmodiunreplicates only in 10-20
parasites but in consecutive cycles of infecticat tre the cause of disease and death. We aim
not only to uncovePlasmodiumrequirements to establish in its host but alseltwidate the
major virulence mechanisms used by this parasitédtain its key needs and how these processes
impact human health.

Head of Unit

Maria M. Mota, MSc, PhD - Principal Investigatoaltoratério Associado, IMM

Principal Investigators

Miguel Prudéncio, PhD — Principal Investigator,fS&zientist, IMM-FCT

Research Team

AnaMargarida Vigaric | PhD—Pos-doc | Invited researcher, University of Made

Ana Filipa Cru: PhD- Pos-doc | FCT Fellowship until 3% July
Fellowship (from Melinda & Bill Gates Foundatioragt) between %
Anténio Mende PhD- Pos-doc | January to 3*' Decembe
Claudia Cunha PhD — Post-doc  FCT Fellowship
Daniel Carapa PhD-Pos-doc | FCT Fellowshi
Eliana Re: PhD-Pos-doc | FCT Fellowshi

| Marie Curie Fellowship until Z1April

Ghislain Cabal PhD — Post-do¢ FCT Fellowship since™ May

Inés Gomes PhD — Post-doc  FCT Fellowship

Iset Ver: PhD- Pos-doc | Fellowship (from FCT grant) since ™ July
Kirsten Hanso PhD-Pos-doc | FCT Fellowshi

Liliana Mancio PhD — Post.dod_EMBO Fellowship unti 160 January

Fellowship (from EVIMALAR grant) since*Octobe

Peter Liehl PhD — Post-dog  FCT Fellowship

EMBO Fellowship until 3% Augus
Fellowship (from FCT grant) betweef $eptember to 310ctober

Vanessa Luls PhD — Post-do Scientific career development Fellowship (from F@#nt) since 1
November

Patricia Inacio PhD Student FCT Fellowship untif' @eptember

Maurice Ito¢ PhD studer Marie Curie ITN Fellowshi

Patricia Meireles PhD student Fellowship (from Fgant) since % April

Laboratory and

Fernanda Baptista Project managef

Fellowship (from EVIMALAR grant)

Laboratory and
Ana Parreira Insectary Fellowship (from EVIMALAR grant)
technician

Maria Rebel Researche Fellowship (from FCT gran
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Inés Albuguerque Msc student Until Z‘B_October _
Research¢ Fellowship (from FCTgrant) since * Augus
Audrey Lopes Msc student Sinc® Rebruary
Francisco Vidal Msc student Since™Zeptember
Joana Carrelha Msc student Untif0ctober
Joana Sales Msc student Unfit Becember

Keywords/Research Areas

HostPlasmodiunmCellular and Molecular InteractionBjasmodiurnbiology ; Superinfection and
co-infections; Innate immunity sensoBasmodiunsensorsPlasmodiunand host metabolism
Malaria Pathogenesis; Anti-malarial intervention

Major scientific achievements

Aiming to uncoverPlasmodiunrequirements to establish in its host, we havéopmed the first
large-scale studies that identified key host factémvolved in hepatocyte infection by
Plasmodium(Rodrigueset al, 2008. Cell Host & Microbe Prudéncioet al, 2008. PLoS
Pathogens Additionally, we have revealed that during theet stage of infectiodPlasmodium
co-opts a host enzyme, HO-1, to be protected ftrhbst inflammatory response (Epiphagio
al., 2008.Cell Host & Microbg. Interestingly, we also show that this same leoglyme and its
end-product carbon monoxide promote host survivaihg blood stage of infection (Pamploeta
al., 2007.Nature MedicineEpiphanioet al, 2010.PLoS PathogensAs such, we then became
extremely interested on how liver and the bloodjestaof infection influence each other. We
showed that blood-stage parasitaemia impairs ttableshment of a subsequent liver infection,
explaining why Plasmodiumsuperinfection is rarely found in young non-immucieldren
(Portugalet al. 2011.Nature Medicing

Recent Most Relevant Publications

1. Gomes-Santos CS, Braks J, Prudéncio M, Carret @1 eS®AR, Pain A, Feltwell T, Khan
S, Waters A, Janse C, Mair GR, Mota MM. 2011. Titams of Plasmodiumsporozoites into
liver stage-like forms is regulated by the RNA byl protein pumilio. PLoS Pathog.
7(5):€1002046. (IF: 9.079; Citations: 2)

2. Portugal S, Carret C, Recker M, Armitage A, SuliivR, Roy Cindy, Newbold CJ,
Drakesmith H, Mota MM. 2011. Host-mediated contafl Malaria SuperinfectionNature

Medicine.17(6):732 (Highlighted in Nature Reviews Microbiology; evaled in F1000 Biology;
Commented in EMBO Mol.MedlF: 25.430; Citations: 8)

3. Epiphanio S, Campos MG, Pamplona A, Carapau D, RéhaAtaide R, Monteiro CA,
Félix N, Costa-Silva A, Marinho CR, Dias S, Mota MM010. VEGF promotes malaria-
associated acute lung injury in mi¢d.oS Pathog6(5):e1000916. (IF: 9.079; Citations: 8)

4, Prudéncio M, Rodrigues CD, Hannus M, Martin C, REalGoncgalves LA, Carret C,
Dorkin R, Réhl I, Jahn-Hoffmann K, Luty AJ, SaueiwdR, Echeverri CJ, Mota MM. 2008.
Kinome-wide RNAIi screen implicates at least 5 hbsfpatocyte kinases ifPlasmodium
sporozoite infectionPLoS Pathog4(11):e1000201. (IF: 9.079; Citations: 20)
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5. Rodrigues CDHannus M, Prudéncio M, Martin C, Goncalves LA, Bgel S, Epiphanio
S, Akinc A, Hadwiger P, Jahn-Hofmann K, Ro6hl |, v&emert GJ, Franetich JF, Luty AJF,
Sauerwein R, Mazier D, Koteliansky V, Vornlocher HEcheverri CJ and Mota MM. 2008.
Host scavenger receptor SR-BI plays a dual rolthénestablishment of malaria parasite liver
infection. Cell Host & Microbe 4(3):271-82. ¢omment in Cell Host & Microbe(IF: 13.728;
Citations: 26)

6. Epiphanio S, Mikolajczak SA, Gongalves LA, Pampl@gyaPortugal S, Albuquerque S,

Goldberg M, Rebelo S, Anderson DG, Akinc A, Vorrilec HP, Kappe SH, Soares MP, Mota
MM. 2008. Heme oxygenase-1 is an anti-inflammatbigst factor that promotes murine
plasmodium liver infectionCell Host & Microbe 3(5):331-8. ¢omment in Nature Reviews
Microbiology) (IF: 13.728; Citations: 22)

7. Pamplona A, Ferreira A, Balla J, Jeney V, BallaEpiphanio S, Chora A, Rodrigues
CD, Gregoire IP, Cunha-Rodrigues M, Portugal S, r&avP, Mota MM. 2007. Heme
oxygenase-1 and carbon monoxide suppress the matbsig of experimental cerebral malaria.
Nature Medicine13:703. ¢omment in Nature Medicine; evaluated in F1000 &jgland F1000
Medicing (IF 25.430, Citations: 108)

8. Prudéncio M, Rodriguez A, Mota MM. (2006). The stlepath to thousands of
merozoites: thePlasmodiumliver stage.Nat Rev Microbiol.Nov;4(11):849-56. (IF: 20.686;
Citations: 79)

Ongoing Research Projects
2010/2015 Towards the establishment of a permaBerdpean Virtual Institute dedicated
to Malaria Research (EVIMalaR) — EU FP7 Europeatwdek of Excellence. IMM coordinator:
Maria M. Mota, 12.000.000,00 € (for the entire aantism).

2011/2014 Subverting the host ubiquitin-proteasq@athway towards an immune evasion
strategy. FCT. Coordinator: Vanessa Luis. PTDC/SAIE/113697/2009, 148.385,00 €

2010/2013 The influence of bile acids on malanadiinfection. FCT. Coordinator: Miguel
Prudéncio. PTDC/SAU-MII/099118/2008, 171.482,00 €

2010/2013 New drugs for treating and eradicatindane FCT. Coordinator: Maria M.
Mota. HMSP-CT/SAU-ICT/0068/2009, 300.000,00 €

2010/2013 Respiratory tract & malaria co-infectioR€T. Coordinator: Maria M. Mota,
MM. PTDC/SAU-MII/108578/2008, 190.850,00 €

2010/2013 Unravelling the secretsRiismodiumliver stage. FCT. Coordinator; Maria M.
Mota. PTDC/SAU-GMG/100313, 199.943,00 €

2010/2012 A new whole-organism vaccine against Nal&rand Challenges Explorations,
Bill & Melinda Gates Foundation. Coordinator: Migdrrudéncio, 100.000,00 USD

2008/2011 The role of SR-BI in malaria infectiorCF. Coordinator: Miguel Prudéncio.
PTDC/BIA-BCM/71920/2006, 118.000,00 €
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Publications in peer review Journals

1. Douradinha B, van Dijk M, van Gemert GJ, Khan Skhisk CJ, Waters AP, Sauerwein
RW, Luty AJ, Silva-Santos B, Mota MM, Epiphanio 811. Immunization with genetically
attenuated P52-deficieRlasmodium bergheiporozoites induces a long-lasting effector memory
CD8+ T cell response in the liverImmune Based Ther Vaccirkg9(1):6.

2. Capela R, Cabal GG, Rosenthal PJ, Gut J, Mota Mitelva R, Lopes F, Prudéncio M.
2011. Design and Evaluation of Primaquine-Arteniisidybrids as a Multistage Anti-Malarial
Strategy Antimicrob Agents Chemothdi5(10):4698.

3. Liesenfeld O, Parvanova |, Zerrahn J, Han SJ, kidirF, Muioz M, Kaiser F, Aebischer
T, Buch T, Waisman A, Reichmann G, Utermdhlen @\ 8tebut E, von Loewenich FD, Bogdan
C, Specht S, Saeftel M, Hoerauf A, Mota MM, Kénemignhan S, Kaufmann SH, Howard JC.
2011. The IFNy-Inducible GTPase, Irga6, Protects Mice agaihsxoplasma gondibut Not
againstPlasmodium bergheind Some Other Intracellular Pathogd?lsoS One5(6):e20568.

4, Gomes-Santos CS, Braks J, Prudéncio M, Carret @eS®AR, Pain A, Feltwell T, Khan
S, Waters A, Janse C, Mair GR, Mota MM. 2011. Titams of Plasmodiumsporozoites into
liver stage-like forms is regulated by the RNA bhigl protein pumilio. PLoS Pathog.
7(5):€1002046.

5. Portugal S, Carret C, Recker M, Armitage A, SuliivR, Roy Cindy, Newbold CJ,
Drakesmith H, Mota MM. 2011. Host-mediated contafl Malaria SuperinfectionNature

Medicine.17(6):732 (Highlighted in Nature Reviews Microbiolgggvaluated in F1000 Biology
Commented in EMBO Mol.Méd.

6. Frita R, Rebelo M, Pamplona A, Vigario AM, Mota MNgrobusch MP, Hanscheid T.
Simple flow cytometric detection of haemozoin camitay leukocytes and erythrocytes for
research on diagnosis, immunology and drug seitgittesting. 2011. Frita R, Rebelo M,
Pamplona A, Vigario AM, Mota MM, Grobusch MP, Hahew T.Malar J. 10:74. highly
accessed artiche

7. Douradinha B, Augustijn KD, Moore SG, Ramesar JtaMdM, Waters AP, Janse CJ,
Thompson J. 2011PlasmodiumCysteine Repeat Modular Proteins 3 and 4 are takdéor
malaria parasite transmission from the mosquitthéohostMalar J. 10(1):71. highly accessed
article)

8. Slavic K, Delves MJ, Prudéncio M, Talman AM, StisisdJ), Derbyshire ET, Xu Z,
Sinden RE, Mota MM, Morin C, Tewari R, Krishna Saises HM. 2011. Use of a selective
inhibitor to define the chemotherapeutic potentidl the plasmodial hexose transporter in
different stages of the parasite's life cy@atimicrob Agents Chemothéi5(6):2824-30.

9. Lavrado J, Cabal GG, Prhago M, Mota MM, Gut J, Rosenthal PJ, Diaz C, Guedes RC,
Dos Santos DJ, Bichenkova E, Douglas KT, MoreirdPRulo A. 2011. Incorporation of Basic
Side Chains into Cryptolepine Scaffold: Structumtifalarial Activity Relationships and
Mechanistic Studies. J Med Chem. 54(3):734.

10. Prudéncio M, Mota MM, Mendes AM. 2011. A toolbox $tudy liver stage malaria.
Trends Parasitol. 27(12):565.

11. Portugal S, Drakesmith H and Mota MM. 2011. Sugdedtion in malariaPlasmodium
shows its iron willEMBO Rep12(12):1233.

12. Derbyshire ER, Mota MM, Clardy J. 2011. The nexp@punity in anti-malaria drug
discovery: the liver stag@LoS Pathog7(9):e1002178.
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13. malERA Consultative Group on Basic Science and HEmgbrechnologies, Baum J,
Billker O, Bousema T, Dinglasan R, McGovern V, Md#M, Mueller |, Sinden R. 2011. A
research agenda for malaria eradication: basimeei@nd enabling technologies. PLoS Med.
8(1):e1000399.

14. Langhorne J, Buffet P, Galinski M, Good M, HartyL&roy D, Mota MM, Pasini E,
Renia L, Riley E, Stins M, Duffy P. 2011. The radeg¢e of non-human primate and rodent
malaria models for humanilalar J. 10(1):23. highly accessed articje

Invited Lectures and Seminars

Mota, M.M. American Society of Tropical Medicine carHygiene 60th Annual Meeting.
December 4-8, 2011. Philadelphia, USA.

Zuzarte-Luis V. “Innate Immunity and the Malariadr infection”. Immunology Meeting. Nov
11, 2011. Instituto Gulbenkian de Ciéncia, Oeiras.

Mota, M.M. “Infection, superinfection and co-infamis: from simple models to complex
interactions”. August 10, 2011. National Institutédealth, Bathesda, USA.

Prudéncio, M. Plasmodiuninfection: host factors, parasite molecules artdraalarial
interventions”. Institutional Seminar. July 15, 201nstituto Gulbenkian de Ciéncia, Oeiras.

Mota, M.M. Workshop on Innate Immunity and Malatelo Horizonte (Brazil). June 8-9, 2011.

Mota, M.M. “Searching for new drugs against Plasimgdliver stage”. Jun 2-3, 2011. Johns
Hopkins Malaria Research Institute Research AdwamigceMalaria Conference - Resistance to
Existing Drugs and New Drug Development. GSK Metsi Development Campus. Tres Cantos
(Spain).

Zuzarte-Luis, V. “Host response mechanisms to raldiver infection”. May 18, 2011.
University of Massachusetts. Boston, USA.

Mota, M.M. “Plasmodium-Host-Plasmodium interactionsApril 12, 2011. Strasbourg
University, France.

Communications in International Conferences

Liehl, P. Toll 2011 Meeting - Decoding Innate ImntynRiva del Garda, Italy, May 4-7 2011
(Poster presentatiorfType | interferons induced by Plasmodium contrchlania liver stage
infection”).

Carrelha, J. Young Researchers in Life Sciencegféss, Paris, France, May 9-11, 2011 (Poster
presentation’Role of host peroxisomal proteins in malaria liatage").

Itoe, M. 7th Annual BioMalPar Conference - Biolognd Pathology of the Malaria Parasite,
Heidelberg, Germany, May 15-22, 2011 (Poster ptesien: "Altered lipid composition in
Plasmodium-infected hepatocytgs"

Itoe, M. 22¢ Annual Molecular Parasitology Meeting. Woods HAUSA, September 11-15,
2011 (Poster presentatidiltered lipid composition in Plasmodium-infectesphtocytes.

Hanson, K. 22" Annual Molecular Parasitology Meeting. Woods HaAlkSA, September 11-15,
2011 (Poster presentatiotPlasmodium liver stage growth modulates host hepat size in a
cell-cycle independent manngr"
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Cabal, G. EMBO Conference - Nuclear receptors: frmwlecular mechanism to health and
disease, Barcelona, Espanha, September 16-20, (P@kler presentatiofiHepatocyte nuclear
receptors and Plasmodium liver infection: from bigy to anti-malarial prophylactic
intervention’).

Prudéncio, M. BIT's 9th Annual Congress of Inteimal Drug Discovery Science and
Technology, Shenzen, China, November 3-6, 2011 |(@rasentation:“Novel Multistage
Strategies Against Malarig’

Mota, M.M. American Society of Tropical Medicine carHygiene 60th Annual Meeting,
Philadelphia, USA, December 4-8, 2011 (Oral prestent: “How is Plasmodium recognized by
the host during the liver phase of infectipn”

Communications in National Conferences

Carrelha, J. 1.° Encontro de Biologia Molecular ®adide, Lisboa, Portugal, March 18-19, 2011
(Poster presentatiotiRole of host peroxisomal proteins in malaria liatage)

Organisation of Conferences

Mota M and Del Portillo HA. Organizers of*3neeting of Plataforma Ibérica de Malaria. June 23
- 24, 2011. Instituto de Medicina Molecular, Lisb&wortugal

Prizes, honours and awards

Carrelha, J. 1.° Encontro de Biologia Molecular @atide, Lisboa, Portugal, March 18-19 2011
(Poster presentation: poster price winner)

Patents/prototypes

1. Method for the prevention of malaria infection afnmans by hepatocyte growth factor
antagonists, South Africa: Issued Patent No.. AIRBE/8. Based on International PCT
Publication No. WO02004/080420, African Reg. Ind.ofr Org. — Application No.

AP/P/2005/003411, Brazil — Application No. PIl04082B China — Publication No.

CN1809382A, Europe — Publication No. 1601378, Hétmmng — Publication No. 1093903A,
Japan — Application No. 2006-507105, United Stategblication No.: US 2004-0185050 Al.

2. Use of inhibitors of scavenger receptor class jmetdéor the treatment of infectious
diseases (WO/2007/101710), International ApplicatidNo. PCT/EP2007/002110, National
phases initialized in EU, US, CA and China in Q€08.

3. Use of inhibitors of host kinases for the treatmahinfectious diseases, US provisional
application NO. 61/110,217, filed 31.10.2008.
4, Ruthenium carbon monoxide releasing molecules asek wthereof. US provisional

application NO. 61/510,136, filed 7.21.2011.
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Advanced teaching
Mota, M.M. MalVecBlok FP7 PhD Program. April 10-12011. Strasbourg University, France.

Prudéncio, M and Mota, M.M. GABBA PhD Program. Jamy25, 2011, IBMC, Porto, Portugal.

Master and PhD thesis completed

Joana Carrelha (2011) “Uncovering the role of tpmsbxisomal functions iPlasmodiumliver
stage infection”. Faculdade de Ciéncias da Unidaxk de Lisboa. Supervisors: Ghislan Cabal
(IMM) e Margarida Ramos (FCUL). Msc degree.

Joana Dias (2011) "The role of glucosdPiasmodiuniver infection". Faculdade de Ciéncias da
Universidade de Lisboa. Supervisors: Miguel PrutiidMM) e Margarida Telhada (FCUL).
Msc degree.

Maria Inés Abuquerque (2011) "Cytoadherence caitiabilof Plasmodium bergheANKA and
NK65 infected red-blood cells in different malarimodels”. Faculdade de Ciéncias da
Universidade de Lisboa. Supervisors: Ana Margaviigrio (IMM) e Ana Rita Zilhdo (FCUL).
Msc degree.
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Molecular Immunology Unit

Major interests / Objectives

We study the biology of T lymphocytes and their keles in immunity to infection and cancer.
Our projects focus on the development of theses dallthe vertebrate thymus, and on their
functions upon export to the periphery. We investgdifferentiation and activation signals for T
cells in the mouse system, which provides crucialivo models for infectious (such as malaria)
and autoimmune diseases. We also study human pesighlood T cells and, in particular, their
recognition and elimination of lymphomas and leukkemOverall, we envisage the identification
of molecular mechanisms involved in the differeiti@, activation and function of T cells,

aiming towards the design of new treatments forcegnon the one hand, and (auto)immune
disorders, on the other.

Head of Unit

Bruno Silva-Santos, PhD — Auxiliary Professor, Hdade de Medicina, Universidade de Lisboa

Principal Investigators

Ana Pamplona, PhD - Principal Investigator (Stafe8tist), IMM

Research Team

Anita Q. Gomes, Phl Auxiliary Professor, ESTS
Julie Ribot, Phl Post Doc Fellowship, FC
Rita Neres, PhD Post Doc Fellowship, FCT
Karine Serre, Phl Post Doc Fellowship, FC
Daniel V. Correia PhD Fellowship, FCT
Telma Lang PhD Fellowship, FC

Ana deBarro PhD Fellowship, FC

Nina Schmolka PhD Fellowship, ERC/ IMM
Natacha Goncalves Sol Research grant, F(

Keywords/Research Areas
T cell development/ differentiation; T cell actii@at; Tumour immunology; Immunopathogenesis
of Severe Malaria
Maijor scientific achievements in 2010

e Our Unit published 7 papers in peer-reviewed irggomal journals, 5 of which with an impact
factor >5.
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Submitted two PhD thesis and one Master thesis.

Submitted one provisional patent.

Successfully recruited a senior post-doctordbfethrough the Welcome Il program.

Bruno Silva-Santos was selected for the editdmigrd ofOncoimmunology

Recent Most Relevant Publications

Langa T., Correia D. V., Moita C. F., Raquel H.riéga C., Ramalho J. S., Barata J. T., Moita L.
F., Gomes A. Q. and Silva-Santos B. (2010). The Mel&ss Ib protein ULBP1 is a non-
redundant determinant of leukemia/ lymphoma susmépt to yo T-cell cytotoxicity. Blood:
115(12):2407-11. (Journal IF: 10.555) (Citation8) 1

Ribot J. C., Chaves-Ferreira M., d’Orey F., WendWerGoncalves-Sousa N., Decalf J., Simas J.
P., Hayday A. C. and Silva-Santos B. (2010). Cgttifdge: Adaptiveversusinnate signals
selectively control the pool sizes of IFN-or IL-17-producingyd T cells upon infectionJ
Immunol 185(11):6421-5. (Journal IF: 5.646) (Citation8) 1

Gomes A. Q., Correia D. V., Grosso A. R., LancaHerreira C., Lacerda J. F., Barata J. T.,
Gomes da Silva M. and Silva-Santos B. (2010). ifleation of a panel of ten cell surface
protein antigens associated with immunotargetindgeakemias and lymphomas by peripheral
bloodyd T cells.Haematologica95(8):1397-404. (Journal IF: 6.416) (Citation}: 7

Ribot J. C., deBarros A., Pang D. J., Neves Péperzak V., Girardi M., Borst J., Hayday A. C.,
Pennington D. J. and Silva-Santos B (2009). CD2a ithymic determinant of the balance
between IFNy- and IL-17-producingyd T cell subsetsNature ImmunologylO: 427-436.
(Journal IF: 26.218) (Citations: 66)

Pennington, D. J., Silva-Santos, B., Silberzahn, Bscorcio-Correia, M., Dyson P. J., and
Hayday, A. C. (2006). Early events in the thymuectfthe balance of effector and regulatory T
cells.Nature444, 7122: 1073-7. (Journal IF: 32.182) (Citati®®)

Ongoing Research Projects

2007/2011 Innate Mechanisms of Tumor Immunosuarake. European Molecular Biology
Organization, Installation Grant, €250 000. PISHva-Santos.

2008/2011 Mechanisms of tumor resistanceydoT cell-based cancer immunotherapy.
Fundacéo Calouste Gulbenkian, SDH Oncologia 20@®jecto 99293, €50 000.
Pl: B. Silva-Santos.

2010/2011 Regulation of T cell differentiation aadtivation by CD27-CD70 receptor-
ligand interactions in the thymus and in the pesighFundacéo para a Ciéncia e
Tecnologia, PTDC/SAU-MII/104158/2008, €194 000. RISilva-Santos.

2010/2015 Differentiation of pro-inflammatory T telbsets in vivo. European Research
Council, StG 260352, €1 500 000 PI: B. Silva-Santos
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2011/2013 (Epi)genetic regulation of T lymphocyte differetitien in vivo. European
Molecular Biology Organization, Young Investigaterogramme, €45 000. PI:
B. Silva-Santos.

Publications in peer reviewed Journals

Mahtani-Patching J., Neves J. F., Pang D. J.. 8teanK. V., Aguirre.Blanco A. M.Silva-
Santos B.and Pennington D. J. (2011), “PreTCR and V&8lgnal initiation in

thymocyte progenitors does not require domainsigafed in receptor oligomerization.
Science Signa#t, ra47. (Journal IF: 6.12)

- Pena A. C., Penacho N., Mancio-Silva L., Neresixas J. D., Fernandes A. C., Roméo C.
C., Mota M. M., Bernardes G. J., Pamplona A. (2014)novel Carbon Monoxide-Releasing
Molecule (CO-RM) fully protects mice from Severe latéa”, Antimicrob Agents Chemother
Epub 12 Dec 2011. (Journal IF: 4.672)

- Correia D. V., Fogli M., Hudspeth K., da Silva K., Mavilio D. andSilva-Santos B.(2011),
“Differentiation of human peripheral bloodd¥" T cells expressing the natural cytotoxicity
receptor NKp30 for recognition of lymphoid leukengills”, Blood: Epub 1 Jun 2011. (Journal
IF: 10.555)

- Douradinha B, van Dijk M, van Gemert GJ, Khan SMnse CJ, Waters AP, Sauerwein RW,
Luty AJ, Silva-Santos B Mota MM and Epiphanio S (2011), “Immunization figienetically
attenuated P52-deficient Plasmodium berghei spdesimduces a long-lasting effector memory
CD8+ T cell response in the livedd.Immune Based Ther Vaccine®(1):6.

- Silva-Santos B.(2011), 40 cells making IL-17”,Blood 118 (1): 3-5. Review. (Journal IF:
10.555)

- Ribot J. C., deBarros A., argllva-Santos B.(2011), “Searching for “signal 2": costimulation
requirements ofd T cells”, Cell Mol Life Sci Epub 4 May 2011. Review. (Journal IF: 7.047)

- deBarros A., Chaves-Ferreira M., d'Orey F., RibotC. andSilva-Santos B.(2011), “CD70-
CD27 interactions provide survival and proliferatisignals that regulate T cell receptor-driven
activation of humaryd peripheral blood lymphocytesEur J Immunol 41(1):195-201. (Journal
IF: 5.179)

Invited Lectures and Seminars
B. Silva-Santos. Caring for a minority: differertien and activation ofyd T lymphocytes.
Instituto Gulbenkian de Ciéncia, Oeiras (Portuge8) February 2011.

B. Silva-Santos. Differentiation and activationydfT lymphocytes. Universidade Federal do Rio
de Janeiro (Brasil). 28 February 2011.

B. Silva-Santos. Molecular mechanisms of tumor patiognition by humagd T lymphocytes.
Institut Necker, Faculté de Médecine, UniversitéPRescartes, Paris (France). 16 May 2011.
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B. Silva-Santos. Activation and expansion of Tha7Th1-likeyd cell subsets are controlled by
distinct receptors associated with innate or adaptmmunity. 4 Angean Conference on
Crossroads in Innate and Adaptive Immunity. Myko(®eeece), 11-16 September 2011.

B. Silva-Santos. Education at birth: the develophwrnyd T cells. European Research Council,
Brussels (Belgium). 9 December 2011.

Communications in International Conferences

Lanca T., Correia D.V., Gomes A.Q., Mavilio D., and Silva-Santos B. NKG2Bd Natural
Cytotoxicity Receptors play critical roles in lemki@ cell recognition by humay peripheral
blood lymphocytes. Keystone Symposium on Tumor Imohogy. Santa Fe (USA), 12-17
February 2011 (Poster presentation)

Ribot J., Coquet J., Neves J. F., deBarros A., effarrA., Wencker M., Hayday A. C.,
Pennington D. J., Borst J., and Silva-SantosITBymic CD70-CD27 interactions control the
development of agonist-selected effector and reégmldl cells. ' World Immune Regulation

Meeting. Davos (Switzerland), 24-27 March 2011 (®r@sentation).

Schmolka N. Gomes A.Q. and Silva-Santos B. Pre- and posstrgstional mechanisms gb T
cell differentiation in vivo. SPI International Sul of Immunology 2011, Tavira (Portugal), 28
March — 1 April 2011 (Oral presentation)

Gomes A.Q. Schmolka N. and Silva-Santos B. Epigenetic regnaof Ifng and 117 gene
expression inyd T lymphocytes. Epigenetics and RNAiI World CongteBoston (USA), 26-28
April 2011 (Poster presentation).

Lanca T.* Rei M.*, Pennington D.J. and Silva-SanBodJnderstanding the dual role of murine
yo T cells in tumour immunesurveillance. Europearvidek of immunology Institutes Summer
School. Capo Caccia (Italy), 15-22 May 2011 (Pogtesentation)

Schmolka N.Gomes A.Q. and Silva-Santos B. Molecular mecmasisfyd T cell differentiation
in vivo, EMBO Young Investigator PhD course 201Ekidtlberg (Germany), 26 September-1
October 2011 (Oral presentation)

Communications in National Conferences

Ribot J.C, Coquet J.M., Middendorp S., van der Horst G.,0X, Babala N., Neves J.F.,
Pennington D.J., Jacobs H.B., Borst J. and Silvae®aB. CD70 on dendritic and epithelial cells
in the thymic medulla promotes CbD4egulatory T cell development via CD27. Thymus
Workshop of the Portuguese Society for Immunolo@or{o), 14 October 2011 (Poster
Presentation).

Lanca T, Correia DV, Mavilio D, Gomes A.Qdnd Silva-Santos B*. The NKG2D and NCR
receptors are critical for tumour recognition byrfanyd T cells, 6th National Meeting of the
Health Sciences and Technologies, Lisbon (Portug@tp2 October 2011 (Poster presentation).

Ribot J.C, Coquet J.M., Middendorp S., van der Horst G.,0XYa, Neves J.F., Pennington D.J.,
Jacobs H.B., Borst J. and Silva-Santos B. CD70 enmddtic and epithelial cells in the thymic
medulla promotes CD4regulatory T cell development via CD27. XXXVII Anal Meeting of
the Portuguese Society for Immunology (Oeiras)3@November 2011 (Oral Presentation).
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Lanca T.* Rei M.*, Pennington D.J. and Silva-SarBo$Jnderstanding the dual role of murine
yo T cells in tumour immunesurveillance. XXXVII Anniudeeting of the Portuguese Society of
Immunology, Oeiras, Portugal, 29-30 November 2@ds(er presentation)

Schmolka N. Gomes A.Q. and Silva-Santos B. Molecular mecmasisf differentiation of pro-
inflammatory yd T-cell subsets. XXXVII Annual Meeting of the Pogtuese Society of
Immunology, Oeiras (Portugal), 29-30 November 2(Pdster presentation).

Correia D.V., Fogli M., Hudspeth K., Gomes da Sil¥a, Mavilio D., Silva-Santos B.
Differentiation of human peripheral bloodd¥ T cells expressing the natural cytotoxicity
receptor NKp30 for recognition of lymphoid leukengalls. XXXVII Annual Meeting of the
Portuguese Society of Immunology, Oeiras (Portyg@9-30 November 2011 (Poster
presentation).

Internationalization

Collaborative work with Drs. Daniel J. PenningtdBlizard Institute, Queen Mary College,
London, UK), Adrian Hayday (Cancer Research UK, dam UK), Jannie Borst (The
Netherlands Cancer Institute, Amsterdam, The Nkthds), Domenico Mavilio (Istituto Clinico
Humanitas, Milan, Italy), Benedita Rocha (Instidgcker, Faculté de Médecine, Université Paris
Descartes, France), Antonio Freitas (Institut RastParis, France), Carmen Penido (Instituto
Oswaldo Cruz, Rio de Janeiro, Brasil).

Advanced teaching

Silva-Santos B. lectured at the GABBA PhD coursstituto de Biologia Molecular e Celular,
Universidade do Porto, Portugal, 22 February 2011.

Silva-Santos B. lectured on “Tumor immunology” ecbldade de Ciéncias e Tecnologias,
Universidade do Algarve, Faro (Portugal), 29 Ma26h.1.

Silva-Santos B. co-organized the SPI InternatioBahool of Immunology 2011, Tavira
(Portugal), 28 March — 1 April 2011.

Silva-Santos B. co-organized and lectured in theBEIMYIP PhD course “Spotlights on current
biology”, EMBL, Heidelberg, Germany, 26-30 Septemp@l1l.

Silva-Santos B. and Schmolka N. supervised theestiud/aleed Al Humaid during a one-month
student’s laboratory training under the SCORE poune of thelnternational Federation of
Medical Students’ Association

Science and Society

Silva-Santos B. (http://www.cienciahoje.pt/indexpfbid=50454&op=all) and his group
(http://www.cienciahoje.pt/index.php?0id=50918&op¥rdeatured in two articles inCiéncia
Hoje.

Lanca T. lectured in EB23 High School for the Ceddion of the International Day of
Immunology (2April 2011).
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Master and PhD theses completed

Duarte Saraiva Martins (2011). Targetipy T-lymphocytes for cancer immunotherapy: from
novel mechanistic insight to clinical applicatiofMSc Thesis. Faculdade de Medicina,
Universidade de Lisboa. Supervisor: B. Silva-Santos
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Molecular Microbiology And Infection Unit

Major interests / Objectives

We aim to understand the dynamics of populationisasterial pathogens and how they respond
to selective forces. Current work focuses on chareing the effect of antimicrobial use and
human vaccination on the bacterial population. $tigations are also exploring the relationships
between commensal and disease causing populatithe same bacterial pathogen with the aim
of identifying particularly successful clones atsimg disease as well as successful colonizers for
further characterization. A strong bioinformaticfoe in the area of bacterial population
simulation, microbial typing data sharing, datalgsia and visualization tools is ongoing. The
development of novel laboratory methodologies lier diagnosis of infectious diseases is also an
active area of research.

Head of Unit

Mario Ramirez, PhD — Associate professor, FMUL

Principal Investigators
José Melo Cristino, MD, PhD — Full Professor, FMUL

Thomas Hanscheid, MD, PhD - Assistant ProfessolJEM
Jodo Carrico, PhD - Assistant Investigator, FMUL

Research Team

Sandra Aguia

Postdo« Fellowship, FC

Maria Joao Fria

Postdoc Felloy, FCT

Elisabete Martins

PhD Fellowship, FCT

Margarida Carrol

PhD Fellowship, FC

Rosangela Frita

PhD Fellowship, FCT

Patricia Batista

Research Fellowship

Ana Severiano

Research Fellowship

Andreia Horéaci

Research Fellowst

Catarina Pal

ResearclFellowshig

Jorge Mirand

Research Fellowst

Sandra Matc

Research Fellowst

Joana Lopes

Research Fellowship

Keywords/Research Areas

Population biology and epidemiology; Interactiofsnalaria and other infectious diseases
Diagnostic tools; Bioinformatics
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Major scientific achievements

Identification of lineages dB. pneumoniaavith different invasive disease potential withirogps
sharing the same serotype.

Description of a stable population 8fagalactiaecausing invasive neonatal disease in a period
of 10 years.

Evaluation of different sampling methodologies &ieimine confidence intervals of congruence
agreement measures and identification of the bpptoach. Proposal of a new directional
agreement metric.

Development of a novel and rapid flow cytometrydthsissay for antimalarial drug sensitivity
testing, using detection of haemozoin without amyhier reagents.

Synthesis and purification of synthetic haemozaid fromP. falciparumculture, and evaluation
of its immunomodulatory properties in human and sel@ukocytes. In-vivo effect of haemozoin
in a mouse model on re-infection witlasmodiumspp. Interactions of haemozoin with M.
tuberculosis in an in-vitro model using mouse mgtes. Effect of haemozoin on phagocytosis
using aSalmonellamodel.

Recent Most Relevant Publications

Ramirez M., and J. Melo-Cristino. 2010. Expanding diagnosis of pediatric bacteremic
pneumococcal pneumonia from blood cultures to nubdeanethods: advantages and caveats.
Clin. Infect. Dis 51:1050-1052. [IF= 8.186, Timeated 1]

Aguiar S. I., F. R. Pinto, S. Nunes, |. Serran®/dlo-Cristino, R. Sa-Ledo, M. Ramirez, and H.
de Lencastre. 2010. Increase of Denrtia2B0 clone as a cause of pneumococcal infection in

Portugal within a background of diverse serotypA li8eages. J. Clin. Microbiol. 48:101-108.

[IF=4.220, Times cited 10]

Francisco, A. P., M. Bugalho, M. Ramirez, and JCArrico. 2009. Global optimal eBURST
analysis of multilocus typing data using a graphatroid approach. BMC Bioinformatics
10:152. [IF= 3.029, Times cited 19]

Silva-Costa, C., F. R. Pinto, M. Ramirez, J. Melistiho, and the Portuguese Surveillance
Group for the Study of Respiratory Pathogens. 20@8rease in macrolide resistance and clonal
instability amongdstreptococcus pyogenigsPortugal. Clin. Microbiol. Infect. 14:1152-1159
[IF=4.784, Times cited 4]

Hanscheid, T., Egan, T.J., Grobusch, M.P. 2007ndaein: from melatonin pigment to drug
target, diagnostic tool, and immune modulator. ledaiafect. Dis. 7:675-685. [IF= 15.583, Times
cited 23]

Ongoing Research Projects
2009/2012 Implications for therapy and diseasegmiesion of the changes triggered by the

use of the pneumococcal 7-valent conjugate vac€i@&, Coordinator M. Ramirez.
PIC/IC/83065/2007, €180 000.
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2009/2012 CAREPNEUMO - Combating antibiotic resisepneumococci by novel
strategies based on in vivo and in vitro host-pgé¢imainteractions, European Commission.
Participant: M. Ramirez. FP7-HEALTH-2007-223111581100 (total €2 999 999)

2009/2012 Does malaria increase susceptibilitybertculosis? The role of malaria-pigment
induced immune-suppression, FCT Coordinator T. Elégisl. PIC/IC/83214/2007. €150 000

2008/2012 Population and genomic consequencescoination againsbtreptococcus
pneumoniagFCT. Coordinator M. Ramirez. PTDC/SAU-ESA/648&8)8, €150 778.

2008/2011 A computational biology approach usstigeptococcus pneumoniase a model
towards an integrative view of bacteria/host intéoms and evolution, FCT. Coordinator M.
Ramirez. PTDC/SAU-ESA/71499/2006, €94 984.

2008/2011 Streptococcus pyogengwasive disease and antimicrobial resistanceocfages
of a changing pathogen, FCT. Coordinator J. Meistibo. PTDC/SAU-ESA/72321/2006, €156
195

2010/2012 Malaria drug-resistance: development nbwel, clinically useful drug-sensitivity
assay forPlasmodiumspecies. Fundacdo Luso-Americana (LACR awardsprdieator Thomas
Hanscheid. B-A.V-109-09/07 €17 000

Publications in peer review Journals

Costa, S. S., C. Falcéo, M. Viveiros, D. MachadoMartins, J. Melo-Cristino, L. Amaral, and I.
Couto. 2011. Exploring the contribution of efflur the resistance to fluoroquinolones in clinical
isolates ofStaphylococcus aureuBMC Microbiol 11:241. (Journal IF: 2.960, Citatis 0)

Narciso, A., F. Nunes, T. Amores, L. Lito, J. M&uoistino, and A. Duarte. 2011. Persistence of
uropathogeni&scherichia colistrains in the host for long periods of time: tielaship between
phylogenetic groups and virulence factors. Eur il ®icrobiol Infect Dis (Journal IF: 2.631,
Citations: 0)

Carreiro, A. V., O. Anunciacao, J. A. Carrico, 88dC. Madeira. 2011. Prognostic prediction
through biclustering-based classification of clalicgene expression time series. J Integr
Bioinform 8:175 (Journal IF: NA, Citations: 0)

Severiano A., F. R. Pinto, M. Ramirez, and J. ArriGa. 2011. Adjusted Wallace as a measure of
congruence between typing methods. J Clin Micro8t3997-4000 (Journal IF: 4.220,
Citations: 1)

Martins E. R., A. Andreu, P. Correia, T. Juncosd&akch, M. Ramirez, and J. Melo-Cristino on
behalf of the Microbiologist Group for the Study gértical Transmission Infections from the

Catalan Society for Clinical Microbiology and Infems Diseases. 2011. Group B streptococci
causing neonatal infections in Barcelona are alestelonal population: 18-year surveillance. J
Clin Microbiol. 49:2911-2918 (Journal IF: 4.220t&ions: 0)
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Severiano A., J. A. Carrico, D. A. Robinson, M. Ran, and F. R. Pinto. 2011. Evaluation of
jackknife and bootstrap for defining confidenceeimtls for pairwise agreement measures. PL0oS
ONE 6:€19539. (Journal IF: 4.411, Citations: 2)

Hanscheid T., R. Romao, M. P. Grobusch, T. Amamadl J. Melo-Cristino. 2011. Limitation of
malaria diagnosis with the Cell-Dyn® analyser: madit haemozoin-containing monocytes are
detected or shown. Int J Lab Hematol 33:e14-16r@H IF: 1.368, Citations: 0)

Frita R., M. Rebelo, A. Pamplona, A. M. Vigario, Nil. Mota, M. P. Grobusch, and T.
Héanscheid. 2011. Simple flow cytometric detectidnhaemozoin containing leukocytes and
erythrocytes for research on diagnosis, immunokgy drug sensitivity testing. Malar. J 10:74.
(Journal IF: 3.49, Citations: 0)

Nordmann P, Picazo JJ, Mutters R, Korten V, Quiatan Laeuffer JM, Seak JC, Flamm RK,
Morrissey |; on behalf of the COMPACT study gro@pl11. Comparative activity of carbapenem
testing: the COMPACT study. J Antimicrob Chemoth66:1070-1078 (Journal IF: 4.659,
Citations: 4)

Hanscheid T., R. Badura, M. L. Fernandes, F. Argdpaad J. Melo-Cristino. 2011. The case of
the disappearing mycobacteria in Ziehl-Neelsemsthismears. Int. J. Infect. Dis 15:e291.
(Journal IF: 2.529, Citations: 0)

Sa-Ledo R., F. Pinto, S. |. Aguiar, S. Nunes, JCArrico, N. Frazdo, N. Gongalves-Sousa, J.
Melo-Cristino, H. de Lencastre, and M. Ramirez. 20JAnalysis of invasiveness of
pneumococcal serotypes and clones circulating muBal before widespread use of conjugate
vaccines reveals heterogeneous behavior of clorpsessing the same serotype. J. Clin.
Microbiol 49:1369-1375. (Journal IF: 4.220, Citai$o 1)

T. Hanscheid, M. Boura, A. Gdis, R. Frita. The s#uhe phagocytosis of digestive vacuoles or
hemozoin causes immune suppression may be morele@ori@n presented. Blood (e-letter).
http://bloodjournal.hematologylibrary.org/conterdi118/4946.abstract/reply#bloodjournal_el_3
294. Decmber 23rd, 2011. Accessed 23 January 2012.

Other publications National
C Candeias, C Marcos, T Ferreira, T Hanscheid, |d Kdstino, A Duarte. Bombas de efluxo em

Pseudomonas aeruginadanportancia clinica na terapéutica. Revista Rprésa de Doencas
Infecciosas 6: 66-71, 2011.

Invited Lectures and Seminars

Ramirez, M.. More than meets the eye in the relatipp between pneumococci and its
bacteriophages. Microbiotec'11. Braga, Portug&,december, 2011

Ramirez, M.. Resistencias eBtreptococcus pneumoniaXl Congresso nacional Sociedad
Espafiola Quimioterapia. Hospital Clinico San Camdadrid, Spain, 5-8 October, 2011.
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J.A Carrico. Linked Data for Microbial Typing: amee there yet? Applied Bioinformatics &
Public Health Microbiology Conference, Welcome TrGgnome Campus , Hinxton, Cambridge,
UK, 1-3 June, 2011.

J. Melo Cristino. Impacto e panorama actual dasté&scia aos antimicrobianos nas infecgbes
respiratérias em Portugal. Reunido da Sociedadéudtmsa de Pneumologia. Reunido da
Comissdo de Infecciologia Respiratoria da SociedAdeuguesa de Pneumologia. Obidos,
Janeiro de 2011.

J. Melo Cristino. Pneumonia adquirida na comunidadgue mudou desde 2003. Reunido da
Sociedade Portuguesa de Pneumologia. Reunido désszmnde Infecciologia Respiratoria da
Sociedade Portuguesa de Pneumologia. Obidos, Jaleei011.

J. Melo Cristino. Pneumococos: a ultima décadas&ule Infecciologia Pediatrica. Coimbra,
Janeiro de 2011.

J. Melo Cristino. O Microbiologista e o Pediatraur§db de Infecciologia Pediatrica. Hospital
Pediatrico de Coimbra. Fevereiro de 2011.

J. Melo Cristino. As Infec¢bes Respiratorias — Uesafio multifactorial. Resisténcia aos
antimicrobianos, situacdo em Portugal. Il Congredso Fundacdo Portuguesa do Pulmé&o.
Outubro de 2011.

J. Melo Cristino. Resisténcia bacteriana aos aitdnis em Portugal. Encontro dos Técnicos de
diagnostico e Terapéutica. Faculdade de MedicindJuiaersidade de Lisboa, Novembro de
2011.

J. Melo Cristino. A microbiologia das infec¢Oespiestérias: 0 que mudou nos ultimos 10 anos.
XXVII Congresso de Pneumologia. Porto, Outubro d&12

Communications in International Conferences

E.R. Martins, J. Melo-Cristino and M. Ramirez. 20Clonal analysis of the invasive group B
streptococcal population in non-pregnant adultsPortugal. XVIII Lancefield International
Symposium, Palermo, Italy, 4-8 September.

E.R. Martins, A. Andreu, T. Juncosa, J. Bosch, dlavCristino and M. Ramirez on behalf of the
Microbiologist Group for the Study of Vertical Tremission Infections, from the Catalan Society
for Clinical Microbiology and Infectious Disease2011. Group B streptococcal neonatal
infection in Barcelona area: 18-year surveillank¥lll Lancefield International Symposium,
Palermo, Italy, 4-8 September.

S. S. Costa, C. Mourato, M. Viveiros, J. Melo-Gnist L. Amaral, I. Couto 2011. Description of
a novel pC194-family plasmid carrying the smr efflpump gene (C1-617). 51st Interscience
Conference on Antimicrobial Agents and ChemothergpAAC), Chicago, IL, 17-20
September.

A. Horacio , J. Miranda, S. Aguiar, M. RamirezMElo-Cristino, the Microbiology and Pediatric
pneumococcal working group. 2011. After 7 year$?6N7 (7-valent pneumococcal conjugate
vaccine) PCV13 still covers the majority of invasipneumococcal disease (IPD) in Portugal
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(G3-778). 51st Interscience Conference on AntintimoAgents and Chemotherapy (ICAAC),
Chicago, IL, 17-20 September, 2011.

C. Pato, A. Frides, M. Ramirez, J. Melo-Cristindd12. Molecular characterization and
antimicrobial resistance dbtreptococcus pyogenesusing skin and soft tissue infections in
Portugal. XVIII Lancefield International SymposiuPalermo, Italy, 4-8 September.

A. Frides, J. Lopes, M. Ramirez, J. Melo-Cristig®11. Molecular changes f&treptococcus
pyogenesnvasive isolates recovered during ten years imugal. XVIII Lancefield International
Symposium, Palermo, Italy, 4-8 September.

A. Frides, C. Silva-Costa, F. Pinto, M. Ramireziidlo-Cristino. 2011. Identification of clones
with enhanced invasive capacity among Group A $baEgci isolated in Portugal. XVIII
Lancefield International Symposium, Palermo, Itdh8 September.

F.R. Pinto, P.A. Batista, M. Ramirez. 2011. Asymnmyetf age group sizes contributes to high
child carriage and leads to the underestimatiopnelumococcal transmission dynamics in adults
(HO08). 10th European Meeting on the Molecular Bjgiof the Pneumococcus (Europneumo),
Amsterdam, Netherlands, 23-26 June.

M.S.M. Carrolo, F.R. Pinto, J. Melo-Cristino, M. iRizez. 2011. Pherotype influences biofilm
growth and recombination in Streptococcus pneuneofill). 10th European Meeting on the
Molecular Biology of the Pneumococcus (EuropneurAmsterdam, Netherlands, 23-26 June.

M.J.R. Frias, J. Melo-Cristino, M. Ramirez. 201heBmococcal phage lysins are targeted to the
cell wall independently of holin activity but actited by holin induced membrane depolarization.
10th European Meeting on the Molecular Biology & tPneumococcus (Europneumo),
Amsterdam, Netherlands, 23-26 June.

M. Carrolo, M.J. Frias, F.R. Pinto, J. Melo-CristjnM. Ramirez. 2011. Lysogenic phages
promote pneumococcal biofiim development (0O189)st2European Congress of Clinical
Microbiology and Infectious Diseases (ECCMID) andti2 International Congress of
Chemotherapy (ICC), Milan, Italy, 7-10 May.

S. Preziuso, M. Pinho, A.R. Attili, J. Melo-Cristin M. Ramirez, V. Cuteri. 2011. The
streptokinase gene as a candidate target for éiffetion betweerstreptococcus dysgalactiae
subsp.equisimilis causing infections in humans and horses (P98G&t Raropean Congress of
Clinical Microbiology and Infectious Diseases (ECIIM and 27th International Congress of
Chemotherapy (ICC), Milan, Italy, 7-10 May.

A. Tavares, M. Miragaia, R. Mato, J. Rolo, J. M@astino, L.M. Lito, F. Martins, E. Goncalves,
G. Ribeiro, L. Boaventura, J. Amorim , R. CampainhaFonseca, M. Guimardes, M. Gongalves,
A.M. Costa, J. Mairos, S. Francisco, M.A. Guimar&@sLameiras, M. Ribeiro, L. Branco, D.
Tuna, A. Faustino, M.T. Vaz, M. Giao, P. PaixaoF€bra, M.A. Read, M.J. Soares, M.J. Nunes,
A. Coutinho, M. Carvalho, T. Sardinha, L. Sanchao, $usa, P. Correia, R.M. Barros, C.
Gouveia, M. Pinto, M.J. Brito, |. Daniel, G.C. Faira, A. Morais, |. Valadares, H. de Lencastre.
2011. High prevalence of hospital-associagtdphylococcus aureuspidemic clones in the
community in Portugal: evidence for blurring of cmomity/hospital boundaries (O350). 21st
European Congress of Clinical Microbiology and tifeus Diseases (ECCMID) and 27th
International Congress of Chemotherapy (ICC), Milgaly, 7-10 May.
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E. Martins, M. Gimenez, M. Sierra, M. Lite, J. Mdlwistino, M. Ramirez on behalf of the

microbiologist group for the study of vertical temission infections from the catalan society for
clinical microbiology and infectious diseases. 20Gtoup B streptococcal neonatal infection in
the Barcelona area: 18-year surveillance (0357)st 2BEuropean Congress of Clinical
Microbiology and Infectious Diseases (ECCMID) andti2 International Congress of

Chemotherapy (ICC), Milan, Italy, 7-10 May.

M. Pinho, M. Ramirez, J. Melo-Cristino on behalf thie Portuguese group for the study of
streptococcal infections. 2011. Multilocus sequehgang characterisation oStreptococcus
dysgalactiae subsp. equisimilis isolates from Portugal (P1715). 21st European @wgg of
Clinical Microbiology and Infectious Diseases (ECIIM and 27th International Congress of
Chemotherapy (ICC), Milan, Italy, 7-10 May.

T. Hanscheid. 2011. Novel methods to diagnose taalby detecting hemozoin in intra-
erythrocytic parasites -possible limitation. Oraégentation MO22. Sixth EDCTP Forum, Addis
Abba, Ethiopia, 9-12 October 2011

J.J. Mendes, L. Prata, C. Vilela, J. Neves, N. @msl P. Cavaco Silva, J. Melo Cristino.
Epidemiological survey of diabetic foot infectioims Lisbon. (P 1082). European Congress of
Clinical Microbiology and Infectious Diseases (ECIIM and 27th International Congress of
Chemotherapy (ICC), Milao, Italia, 7 a 10 de Ma®2011.

C. Caneiras, F. Calisto, A. Narciso, S. ArriagaMelo Cristino, A. Duarte. Resistance and
virulence characterisation of CTX-M15 and KPQRbsiella pneumoniaelinical isolates. (P
1043). European Congress of Clinical Microbiologyl anfectious Diseases (ECCMID) and 27th
International Congress of Chemotherapy (ICC), Miléia, 7 a 10 de Maio de 2011.

C. Caneiras, F. Calisto, R. Moura, M. Augusto, G Bilva, J. Melo Cristino, A. Duarte.

Multicentre evaluation of in vitro activity of tiggcline against extended-spectrum beta-
lactamases and multidrug-resistdbimterobacteriaceaeclinical isolates. (R 2314). European
Congress of Clinical Microbiology and InfectioussBases (ECCMID) and 27th International
Congress of Chemotherapy (ICC), Mildo, ltalia, Z0ade Maio de 2011.

Communications in National Conferences

R. Frita, D. Carapau, P. Liehl, A. Gois, M.M. MofR, Hanscheid. 2011. Pigmento Malarico
como possivel adjuvante numa vacina de malaria esporozoitos irradiados (P51). IV
Congresso Pandemias na Era da Globalizacéo. Cqifbraugal, 16-18 June.

M Rebelo, Sousa C, Machado M, Lopes D, Lopes, Td@a R, Hanscheid T. 2011. Pigmento
malarico: um outro olhar sobre Plasmodium spp.tdParimber 50, 4° Congresso Pandemias na
Era da Globalizacdo, Coimbra, Portugal, 16-18 June

Marcia Boura, Ana Géis, Thomas Hanscheid. 2011manomodulacdo do pigmento malarico
(hemozoina) aumenta a susceptibilidade para inéscbacterianas disseminadas? 12° Encontro
de Actualizacdo em Infecciologia. Porto, Portug-28 October.
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A. Francisco, C. Vaz, P. Monteiro, M. Ramirez, ari@o. 2011. Fooled by trees: when simple
can be misleading (PS4:1). Microbiotec'11. BragatWal, 1-3 December.

AS Moreira, C Coutinho, P Azevedo, L Lito, J Melaistino, | Sa-Correia. Pulmonary co-
infection byBurkholderia dolosaandBurkholderia cenocepaciand clonal variation during long-
term colonization of a cystic fibrosis patient. 42.7Microbiotec 11. Braga, 1 a 3 de Dezembro de
2011.

S Francisco, D Machado, M Viveiros, J Ramos, T BaghJ Melo Cristino, LM Lito, | Portugal,

L Amaral, | Couto. Application of molecular methdids the direct detection of MDR-TB. (372).

Microbiotec 11. Braga, 1 a 3 de Dezembro de 2011.

32nd Annual Congresso f the European Society ofddgicteriology. P127. Libeck, Alemanha,
Junho de 2011.

D Espadinha, NA Faria, M Miragaia, L Lito, L Montej J Melo Cristino, H de Lencastre.
Massive clonal replacement and increase in MRSA/gesice in a major portuguese central
hospital. (384). Microbiotec 11. Braga, 1 a 3 ded&mebro de 2011.

C Mourato, SS Costa, M Viveiros, C Falcdo, J Melisitho, L Amaral, | Couto. Multidrug
resistance in methicillin-resista@taphylococcus aureudMRSA) clinical isolate mediated by
efflux pump QacA. (391). Microbiotec 11. Braga, 2 de Dezembro de 2011.

SS Costa, C Mourato, M Viveiros, J Melo CristinoAmaral, | Couto. Description of a novel
staphylococcal pC194-Family plasmid carrying sher efflux pump gene. (404). Microbiotec 11.
Braga, 1 a 3 de Dezembro de 2011.

Internationalization

- We have started a collaboration with Italian &e&fman colleagues on animal streptococci.

- We are continuing work with other European, SoMtherican and Indian colleagues within the
context of CAREPNEUMO.

- Laboratory capacity building in Africa, within ehCANTAM (Central African Network for
Tuberculosis, AIDS and Malaria) network, involviG@meroon, Gabon and Congo. With special
emphasis on low cost solutions for laboratoriescemduct routine and research work with
Mycobacterium tuberculosis.

- Non-invasive detection of Met-hemoglobin levalsitivestigate the role of heme-oxigenase in
malarious African children in Gabon in collaboratiavith peter Kremsner, head Tropical
diseases Unit, Tuebingen University, Germany

- Sensitivity testing using flow cytometric printés to detect hemozoin — set-up of a flow
cytometer for measurement in Gabon, in collabonatiath Martin Grobusch, head of the
Infectious Diseases department, University Hospitakterdam, The Netherlands.

- Use of haemozoin to investigate immune responseaa possible vaccine adjuvant — Cevayir
Coban, Institute for Immunology, Osaka Universitgpan

Advanced teaching
J. Melo Cristino, T. Hanscheid and M. Ramirez. Magtourse in Emerging Infectious Diseases

2009-2010, Faculty of Medicine of Lishon. Respolesifor the organization of a module in
Microbiology and teaching of multiple courses.
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Master and PhD thesis completed

Sandra Aguiar (2011) “Molecular epidemiology $tireptococcupneumoniaeimpacto f PCV7
in the pneumococcal population responsible for siwe pediatric infections” Doutoramento em
Ciéncias e Tecnologias da Saude, Especialidade ideoliblogia, Faculdade de Medicina,
Universidade de Lisboa, Supervisor: Mario Ramirez

Maria Jodo Frias (2011) “Lysis strategy &treptococcuspneumoniae bacteriophages:
Mechanisms and host implications” Doutoramento em@n€as e Tecnologias da Saude,
Especialidade de Microbiologia, Faculdade de MediciUniversidade de Lisboa, Supervisor:
Mario Ramirez

Elisabete Martins (2011)Streptococcuagalactiaecausing human infections” Doutoramento em
Ciéncias e Tecnologias da Saude, Especialidade ideoliiblogia, Faculdade de Medicina,
Universidade de Lisboa, Supervisor: Mario Ramirez

Margarida Carrolo (2011) ,“New insights into the cismicrobiology of Streptococcus
pneumoniaeexploring biofilm formation”, Doutoramento em @@&as e Tecnologias da Salde,
Especialidade de Microbiologia, Faculdade de MediciUniversidade de Lisboa, Supervisor:
Mario Ramirez

Catarina Pato (2011)Streptococcus pyogenesmo agente de infec¢do da pele e tecidos moles”,
Mestrado em Microbiologia Aplicada, Faculdade deénCias, Universidade de Lisboa.
Supervisor: Mario Ramirez

Andreia Horéacio (2011) ,“Infeccdo pneumocdcica siva no adulto em Portugal em 2008 e
2009”, Mestrado em Microbiologia Aplicada, Faculdade Ciéncias, Universidade de Lisboa.
Supervisor: José Melo Cristino

Jorge Diamantino Miranda (2011) ,“Infeccdo pneuneggad invasiva no idoso em Portugal em
2008 e 2009", Mestrado em Microbiologia Aplicadac&dade de Ciéncias, Universidade de
Lisboa. Supervisor: José Melo Cristino
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Molecular Parasitology Unit

Major interests / Objectives

The Plasmodiumparasite alternates between mosquito vector artébrate host. Transmission
relies on highly specialized parasite stages thatdnside the new host, quickly give rise to
fundamentally different parasite forms adaptech&wrtnew environments. This sudden transition
between hosts requires a rapid molecular and eelltd-programming, which may only be
realized by parasites that are in a state of mtdeg@reparedness, while maintaining a quiescent
state until transmission occurs. Our unit expldhestranscriptional and post-transcriptional gene

expression control mechanisms during the transarissi the rodent malaria parasite from and to
the mammalian host.

Head of Unit

Gunnar Mair, PhD - Assistant Professor

Principal Investigators

Celine Carret, PhD (left in March 2011)

Research Team

Ana Guerreiro, MSc Research Fellow, FCT

Natalia Kozlova, PhD Post Doctoral FellowsHi@; T
Marcelo Perreira Master’s Student (left OctoberD01
Jorge Santos, MSc PhD Fellowship, FCT

Patricia Silva, PhL Post Doctoral Fellowship, F(

Keywords/Research Areas

Malaria; Transmission; Gene expression control; Rii#ding protein

Major scientific achievements

A universal feature of sexual development is tleagte of MRNA to provide coding potential for
proteins during early post-fertilisation developmeBtabilisation of quiescent mMRNA pools in
Plasmodiumgametocytes depends on an evolutionarily consepvetkin core. Gene deletion
mutants of key components of the mRNP (DOZI, CIHif fertilization-competent, but zygotes
fail to develop further. Through RNA pull down aimmunoprecipitation, and global expression
profiling of mutants we highlighted crucial repress of maternally supplied mRNAs. Our data
define P bodies as critical components for devetamnin the initial stages dPlasmodium
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mosquito infection. During transmission from mosquvector to mammalian host we have
identified the RNA binding protein Pumilio as a wégor of development; in its absence
sporozoites develop prematurely into liver stagamfo with accompanying changes in gene
expression profiles that are typical of liver stalgeelopment.

Recent Most Relevant Publications

Laurentino EC, Taylor S, Mair GR, Lasonder E, BdrR, Stunnenberg HG, Kroeze H, Ramesar
J, Franke-Fayard B, Khan SM, Janse CJ, Waters &periinentally controlled down regulation
of the histone chaperone FACT in Plasmodium bergheals that it is critical to male gamete
fertility. Cell Microbiol. 2011 Dec;13(12):1956-74lournal IF: 5.625, Citations) 0

Gomes-Santos CSS, Braks JAM, Prudéncio M, C&ket Gomes ARB, Pain A, Feltwell T,
Khan SM, Waters AP, Janse CJ, Mair GR, Mota MM n&igon of PlasmodiunSporozoites into
Liver-Stage Forms is Regulated by the RNA Bindimrgt€in Pumilio. PLoS Pathogens 2011,
7(5):€1002046. (Journal IF: 9.079, Citations: 1

Mair GR, Lasonder E, Garver LS, Franke-Fayard Br&aCK, Wiegant J, Dirks R, Dimopoulos
G, Janse CJ, Waters AP. An evolutionarily ancietftoBy controls sexual development in the
protozoan Plasmodium. PLoS Pathog. 2010 Feb 1268@)0767. (Journal IF: 9.079, Citations:

15

Tonkin CJ, Carret CK, Duraisingh MT, Voss TS, Ralph, Hommel M, Duffy MF, Silva LM,
Scherf A, Ivens A, Speed TP, Beeson JG, Cowman Z09) Sir2 paralogues cooperate to
regulate virulence genes and antigenic variatioRlasmodium falciparum. PLoS Biology Apr
14;7(4):e84. (Journal IF: 12.916, Citations) 19

Baum J, Papenfuss AT, Mair GR, Janse CJ, WatersCai®man AF, Crabb BS, de Konig-Ward
T. Molecular genetics and comparative genomics astggRNAI is not functional in malaria
parasites. Nucleic Acid Research 2009 Jun;37(1&83798 (Journal IF: 7.836, Citations:)24

Ongoing Research Projects

2012/2014 Pumilio-regulated gene expression of ni@athuring mosquito vector to mammalian
host transmission, FCT. Coordinator: GR Mair PTD&JSMIC/122082/2010; €114000

2010/2012 Transcriptional regulation of Plasmodualuming host-vector transmission, FCT.
Coordinator: GR Mair PTDC/BIA-BCM/105610/2008; €7AD

2010/2012 Non coding RNA in malaria parasites, FCdordinator: CK Carret PTDC/SAU-
GMG/104392/2008; €103581

2010/2012 Unravelling the secrets of Plasmodiumrlstage: a multi-directional approach. FCT.
Coordinator MM Mota PTDC/SAU-GMG/100313/2008; €1889CK Carret Bolseiro 10%
(until March 2011)
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Publications in peer reviewed Journals

Leah Mwai, Abdi Diriye, Victor Masseno, Steven Mtlmi, Theresa Feltwell, Jennifer Musyoki,
Jacob Lemieux, Avi Feller, Gunnar R. Mair, Kevin fgla, Chris Newbold, Alexis Nzila, Céline
K. Carret. Genome wide adaptations Rihismodium falciparunin response to Lumefantrine
selective drug pressure, PLoS ONE accepted foiigaitlin. (Journal IF: 4.411, Citations: 0)

Gajjar DU, Pal AK, Santos JM, Ghodadra BK, VasavA&a Severe pigmented keratitis caused
by Cladorrhinum bulbillosum Indian Journal of Medical Microbiology 2011, 294437.
(Journal IF: 1.006, Citations: 0).

Laurentino EC, Taylor S, Mair GR, Lasonder E, BdrR, Stunnenberg HG, Kroeze H, Ramesar
J, Franke-Fayard B, Khan SM, Janse CJ, Waters &periinentally controlled down regulation
of the histone chaperone FACT in Plasmodium bergheals that it is critical to male gamete
fertility. Cell Microbiol. 2011 Dec;13(12):1956-74Journal IF: 5.625, Citations: 0)

Gomes-Santos CSS, Braks JAM, Prudéncio M, C&ket Gomes ARB, Pain A, Feltwell T,
Khan SM, Waters AP*, Janse CJ, Mair GR, Mota MMarisition of PlasmodiumSporozoites
into Liver-Stage Forms is Regulated by the RNA BigdProtein Pumilio. PLoS Pathogens 2011,
7(5):€1002046

McVeigh P, Mair GR, Novozhilova E, Day A, Zamaniih Marks NJ, Kimber MJ, Day TA,
Maule AG. Schistosome I/Lamides — A new family abdctive helmitnh neuropeptides. Int J
Parasitol. 2011 Jul;41(8):905-13. Epub 2011 Apr 21.

Invited Lectures and Seminars

Santos, J. M. Invited lecture under the subje®edulation and Differentiation class, Molecular
Biology and Genetics MSc Course, Faculdade de Gi§rda Universidade de Lisboa, Lisbon,
Portugal, May 26, 2011

Mair, G.R. Seminar at Department fir Infektionsb@é, Heidelberg University, Heidelberg,
Germany, May 23, 2011

Communications in International Conferences

Kozlova, N.V., Lasonder E., Mair G.R. Mechanismstrainslational repression lasmodium
berghei, Plataforma Ibérica da Malaria, 3rd meeting, LisbBortugal, June 23-24, 2011 (Oral
presentation)

Santos, J. M., Rao, P. N., Guerreiro, A., CarretKC Templeton, T. J., Mair, G. R. Molecular
characterisation of Plasmodium translationally repressed gene products duringuaex
development, 7 BioMalPar Conference, Heidelberg, Germany, May186-2011 (Poster
presentation)

Rao, P., Santos, J. M., Mair, G., Templeton, Tn$lational repression of the CPW-WPC family
of genes in the malarial parasRéasmodiumXXIl MPM, Woods Hole, USA, September 11-15,
2011 (Poster presentation)
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Prizes, honours and awards

Wellcome Trust Bursary to Jorge M. Santos for ttieralance of the workshop “Working with
Parasite Database Resources”, Wellcome Trust Gerdamepus, Hinxton, Cambridge, UK.
October 3-7, 2011.

Fundacdo para a Ciéncia e a Tecnologia subsidi@ertgee M. Santos for a collaborative short
stay at the Leiden Malaria Research Group, Leideivaysity Medical Center, Leiden, The
Netherlands, November 1-December 18, 2011.

Advanced teaching
Santos, J. M. lectured under the subject of Reguland Differentiation class, Molecular
Biology and Genetics MSc Course, Faculdade de @Giénta Universidade de Lisboa, Lisbon,
Portugal. May 26, 2011.
Master thesis completed
Marcelo Luis Monteiro Pereira (October 17, 2011¢alization of mMRNA storage complexes in

Plasmodium berghei throughout the life cycle. Madtrem Microbiologia Aplicada, Faculdade
de Ciéncias da Universidade de Lisboa. Supervidonnar Mair
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Nutrition And Metabolism Unit

Major interests / Objectives

The Unit focus is: clinical and translational biadieal/nutritional research in

nutrition/metabolism. Topics are in tune with intigators’ backgrounds/interests. Disease
management, nutrition/life-style related risk fast@lways prevail, e.g. nutrition and cancer,
nutrition and Quality of Life, metabolic dysfunatiobody composition and genetic predisposition
for cachexia, nutrients and disease modulatiordfhgprognosis, obesity, fatty liver and insulin
resistance. We also investigate interconnectionls basic science, thus genetic polymorphisms
studies of inflammatory /immuno-modulatory cytoléneas pathogenic mechanisms of lesion,
nutritional deterioration or metabolic implicationghe role of nutrigenetics in cancer and
inflammatory diseases, as well as apoptosis inaraamed alcoholic/non-alcoholic liver disease.

Head of Unit
Maria Ermelinda Camilo, MD, PhD — retired since d@008 from Auxiliary Professor FMUL
and Consultant of Gastroenterology HSM, remainanalrily as Head of Unit.
Principal Investigators
Helena Cortez-Pinto, MD, PhD - Consultant of Gastterology HSM, Associate Professor with
“Agregacao” FMUL.
Isabel Monteiro-Grillo, MD, PhD - Director of the ntology Departament and of the

Radiotherapy Service HSM.
Paula Ravasco, PhD - Auxiliary Professor FMUL.

Research Team

Catarina Sousa Guerrei MsC and PhD in Nutrition, ssistanFMUL
Mariana Verdelho Macha MD, Specialist in Gastroenterology HS
PhD student in the PhD Doctoral Programme
for Advanced Medical Education (Doctoral
Programme for Physicians-FCT,
Champalimaud Foundation, Gulbenkian)

Carolina Boléo-Tomé Research dietician
Ana Isabel Almeid Research dieticit
Catarina Ferreil Research dieticit

Keywords/Research Areas

» Hepatology: steatohepatitis, insulin resistanceptablic liver disease;
« Cancer: nutrition, outcomes, cachexia, radiotherapy
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Major scientific achievements

The only Research Nutrition and Metabolism UinitPortugal, its high quality of advanced

Education and research are widely recognized. Botiievements are highlighted by Publications

in Journals with high impact factors, e.gdepatology/Journal of Hepatology/The

Oncologist/Journal of Clinical Oncology/The Lang@hcologist,and in the internationalization

with major roles in international bodies, lectumesnajor national and international Congresses

and advanced teaching.small multidisciplinary team has reached inteiora! recognitionvia

cutting edge research of excellence in two maiasare

e Cortez-Pinto H focus on liver fat metabolism, fralnical to translational research, is an
internationally recognized expert in steatohestiti

e Ravasco P is a prized speaker in internationatingseas expert in Nutrition and Cancer.

The Unit is increasingly involved in advanced teaghchosen for the integrated Master Degree

in Medicine, Nutrition Master and PhD Programs.

Recent Most Relevant Publications

Ratziu V, Bellentani S, Cortez-Pinto H, Day C, Magsini G (2010) A position statement on
NAFLD/NASH based on the EASL 2009 special confeeelmurnal of Hepatologp3: 372-384.
(Journal IF: 9.334, Citations: 31)

Guerreiro CS, Cravo ML, Brito M, Vidal PM, Fidald®O, Leitdo CN. (2007). The D1822V APC
polymorphism interacts with fat, calcium, and fibetakes in modulating the risk of colorectal
cancer in Portuguese persoAserican Journal of Clinical Nuitfon 85: 1592-1597 (Journal IF:
6.606, Citations: 11)

Marques-Vidal P, Ravasco P, Camilo ME. (2006). Btaifls and colorectal cancer risk: A
review. Clinical Nutrition 25: 14-36 (Journal IF: 3.410, Citations: 24)

Machado M, Cortez-Pinto H. (2006). Non-alcoholieadbhepatitis and metabolic syndrome.
Current Opinion in Clinical Nutrition and Metaboli€are 9: 637-642 (Journal IF: 4.333,
Citations: 40)

Plauth M, Cabré E, Riggio O, Assis-Camilo M, PhliM, Kondrup J, Ferenci P, Holm E, von
Dahl S, Miller MJ, Nolte W (2006). ESPEN Guidelines Enteral Nutrition: Liver disease.
Clinical Nutrition 25; 285-294 (Journal IF: 3.410, citations: 94)

Ongoing Research Projects

HEPATOLOGY
Pl: Helena Cortez-Pinto

2008/2011 Nutraceuticals: a shield against chroiisease? Contribution for the rationale of a
new therapeutic option. Coordinator: A. Sousa-Qissr PTDC/SAU-OSM/66323/2006, total €
170.000.
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2009/2012 Prevalence and severity of fatty livemiorbid obesity: correlation and mechanisms
related with the role of ectopic fat in insulin istance. Coordinator. H.Cortez-Pinto.
PTDC/SAU-OSM/100878/2008, total €139.010.

2010/2013 Targeting microRNA-34, a Potential Lirdtieeen Apoptosis and Nonalcoholic Fatty
Liver Disease Pathogenesis. Coordinator: C.M. Rpas. PTDC/SAU-ORG/111930/2009, total
€ 120.000.

2009/2011 Efficacy, Safety and Tolerability of Lelopa-Carbidopa Intestinal Gel in Levodopa-
Responsive Parkinson's Subjects. Our participgbernains to the placement of the PEG/PEJ
device. Coordinator: Joaquim Ferreira. Industrynsjpoed.

CANCER/ RADIOTHERAPY
Pl: Isabel Monteiro Grillo
Collaborations in Research Projects with the FgafliSciences. Coordinator: Ducla Soares

Salvage External Beam Radiotherapy after Biochdniegurrence or following prostatectomy
(differs) in prostatectomized patients. CoordinatoMonteiro Grillo. (No funding)

Combined HDR BT and 3D-CRT in intermediate and higk prostate cancer patients: a dose
escalation method. Coordinator: 1. Monteiro Gri{lNo funding)

NUTRITION AND CANCER
Pl: Paula Ravasco

2009/2012 Nutrition in Cancer: relevance and gimesl for clinical practice. Coordinator: Paula
Ravasco. (No funding)

2008/2012 Body composition, metabolic pattern arahcer histological aggressiveness,.
Coordinator: Paula Ravasco. (No funding)

2003/2012 Cancer: metabolic dysfunction, nutritiotervention, Quality of Life and prognosis.
Coordinator: Paula Ravasco. (No funding)

2011/2014 How to evaluate body composition in canadidation of 3 methods for clinical use.
Coordinator: Paula Ravasco. (No funding)

Publications in peer review Journals

Machado MV, Cortez-Pinto H (2011) Osteopontin: Asbiing Link between Hedgehog Signaling
and Fibrosis in Nonalcoholic Steatohepatitis. Eifidlo Hepatology53: 382-384. (Journal IF:
10.885)

Machado MV, Cortez-Pinto H (2011) The dark sidesmdrts: using steroids may harm your liver.
Liver International31: 280-281 (Journal IF: 3.840)

Machado MV, Cortez-Pinto H (2011). No need for egdabelly to have NASHJ Hepatol
54:1090-1093 (Journal IF: 9.334)
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Ferreira, DM, Castro R, Machado MV, Evangelist&ilyestre AR, Costa A, Coutinho J, Carepa
F, Cortez-Pinto H, Rodrigues C{2011) Apoptosis and insulin resistance in liver andpiesral
tissues of morbidly obese patients is associatéld aifferent stages of non-alcoholic fatty liver
diseaseDiabetologia54:1788-1798 (Journal IF: 6.973)

Machado MV, Cortez-Pinto H2011) Cell death and nonalcoholic steatohepatitis: where
ballooning relevantZxpert Rev Gastroenterol Hepa@ml213-222 (new journal, no IF yet)

Machado MV, Oliveira AG, Cortez-Pinto (2011) Hepatic steatosis in hepatitis B virus infected
patients: Meta-analysis of risk factors and congmariwith hepatitis C infected patieni®urnal
of Gastroenterology and Hepatologg:1361-1367 (Journal IF: 2.410)

Machado MV,Gongalves G, Carepa F, Coutinho J, Cost&dtfez-Pinto H2011) Impaired
renal function in morbid obese patients with noohtfiic fatty liver disease.iver International
Aug 31. doi: 10.1111/j.1478-3231.2011.02623.x. [[Ephead of print] (Journal IF: 3.840)

Antunes MI, Bujor L, Monteiro Grillo |1 (2011) Anatanal plasmacytoma — an uncommon
presentation sitdReports of Pratical Oncology and Radiotherdy 36-39 (new Journal, no IF)

Ferreira M, Amado A, Jorge M, Monteiro Grillo | (D) Stevens Johnson Sydrome in a patient
undergoing gynaecological brachytherapy: An assioticor an incident?Reports of Pratical
Oncology and Radiotheraf6, 115-117 (new Journal, no IF)

Fearon K, Strasser F, Anker SD, Bosaeus |, Bruer&dinsinger RL, Jatoi A, Loprinzi C,
MacDonald N, Mantovani G, Mellar D, Muscaritoli Mttery F, Radbruch L, Ravasco P, Walsh
D, Wilcock A, Kaasa S, Baracos V (2011). Definitiand classification of cancer cachexia: an
international consensus statemdifite Lancet Oncology2: 489-495 (Journal IF: 17.764)

Ravasco P (2011). Nutrition support in head and reascer: how and why? Invited Special
ReviewAntiCancer Drug®2: 639-646 (Journal IF:; 2.376)

Marques-Vidal P, Marcelino G, Ravasco P, Olivelg Paccaud F (2011). Increased body fat is
independently and negatively related with cardipirasory fitness levels in normal weight
children and adolescenturopean Journal of Cardiovascular Prevention areh&bilitation17:
649-654 (Journal IF: 2.638)

Boléo-Tomé C, Chaves M, Monteiro Grillo I, CamiloBYIRavasco P (2011). Teaching nutrition
integration: MUST screening in canc&he Oncologisi6: 239-245 (Journal IF: 5.826)

Marques-Vidal P, Paccaud F, Ravasco P (2011). @bissunderdiagnosed and undertreated in
the Portuguese populatioArchives of Internal Medicing71:1511-1512 (Journal IF: 10.639)

Marques-Vidal P, Paccaud F, Ravasco P (2011). €antyend in overweight and obesity in the
adult Portuguese population, 1995 to 20@®C Public Healthll: 772-779 (Journal IF: 2.364)

Boléo-Tomé C, Chaves M, Monteiro Grillo I, CamiloByIRavasco P (2011). Validation of the
Malnutrition Universal Screening Tool (MUST) in eaan. British Journal of NutritionEpub
ahead of print Dec 6:1-6 (Journal IF: 3.072)
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Almeida Al, Correia M, Camilo M, Ravasco P (201Nutritional risk screening in surgery:
valid, feasible, easy! Clinical Nutrition Epub ahead of print Nov 1:1-6,
http://dx.doi.org/10.1016/j.clnu.2011.10.003 (Jalrik: 3.410)

Other publications International

Jonkers — Schuitema CF, Camilo M E: Nutrition tipgr&or neurological disorders and Sobotka
L, Camilo M E: Metabolic complications of parergemutrition. In: LuboS Sobotka (Eds).
ESPEN Book - Basics in Clinical NutritionZEdition, Prague, Czech Republic. Galen press
(ISBN 978-80-7262-821-6 September 2011)

Machado M, Cortez-Pinto H. Genética e Figado god@wmalcodlico. In: Viana DL (Ed). Doenca
Hepética Gordurosa ndo alcodlica. Esteato-hepatiias correlacdes. Sao Caetano do Sul,
Brasil, 2011 (ISBN 978-85-7728-277-2).

Ravasco P. Counselling and Intervention (2011). Hialteren HV, Jatoi A (Eds). ESMO
Handbook of nutrition and cancer. Switzerland: ESFI®ss: 57-63 (ISBN: 978-88-906359-0-8).

Planas M, Alvarez J, Ravasco P. “Etica en nutriéi$pecializada (2011). In: Prado RA, Marquez
HA, Moya DA (Eds.). Nutricion Enteral y Parenterah edicionMcGraw-Hill InterAmericana
Editores, S.A. de C.V.: 49-63.

Ravasco P. Nutrition in Cancg&011). In: Ayhan A, Gultekin M and Dursun P, (Ed&gxtbook

of Gynaecological Oncology (Official ESGO Referemok). Ankara: Gunes Publishing: 102-
108.

Other publications National
Duarte MJ, Guerreiro CS, Bernardo B, Caldas de Am&l, Mendes L (2011). Avaliacdo do
estado nutricional de individuos com deménsRINEPV: 80-87.
Invited Lectures and Seminars
Cortez-Pinto H. NAFLD. Evaluating of disease sdyeaind prognosis in chronic liver diseases.
Monothematic Conference of the European Associdtiotthe Study of the Liver (EASL), Nice,

France, 28-29 January 2011.

Cortez-Pinto H. Increased burden of alcoholic lidigease in 2011. 13th ESBRA (European
Society for Biochemical Research on Alcoholismenfia, Austria, 4-7 September 2011.

Cortez-Pinto H. NAFLD: Long-term prognosis in livdiseases and impact of treatmet@”
United European Gastroenterology Unit (UEGW), Stbek Sweden, 22-26 October, 2011.

Cortez-Pinto H. Lunch Session: Update on NAFLD" Uited European Gastroenterology Unit
(UEGW), Stockolm, Sweden, 22-26 October, 2011.

Cortez-Pinto H. Lunch Session: Update on nonaldolfatty liver disease. 19th United European
Gastroenterology Unit (UEGW), Stockolm, Sweden 2B29ctober, 2011.
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Cortez-Pinto H. Lunch Session: How to manage NARA®BH. 19th United European
Gastroenterology Unit (UEGW), Stockolm, Sweden 2B29ctober, 2011.

Cortez-Pinto H. Estudo epidemioldgico do figadodgoem Portugal. Reunido dos Clinicos
Gerais. Gaia, Portugal, 19 February 2011.

Cortez-Pinto H. Uso de Albumina no contexto de doj@ Reunides da Urgéncia do Hospital de
Santa Maria, Lisboa, Portugal, 24 February 2011.

Cortez-Pinto H. Esteatohepatite ndo alcodlica. ® h& de novo. 4° Congresso Portugués de
Hepatologia, Aveiro, Portugal,10-12 March 2011

Cortez-Pinto H. Muito peso, pouca saude: benefidesexercicio para a saude do figado.
Desporto e Salde do Figado, Porto, Portugal, 182011

Cortez-Pinto H. Cirrose biliar priméria: O que hé movo? Il Congresso de Auto-imunidade,
Almancil, Portugal, 29 April 2011.

Cortez-Pinto H. Doenca hepética na obesidade. Aidifed Familiar e a Endocrinologia, V
Jornadas "A Endocrinologia e a Medicina Geral eikarh Lisboa, Portugal, 30 April 2011

Cortez-Pinto H. NASH e Acidos Biliares — Converdadbia. Workshop Figado e intestino.
Semana Digestiva, Estoril, Portugal, June 2011.

Monteiro Grillo I. Moderator at: “Cancro da Mamarid “Mdédulo IV”. Jornadas internacionais
de Cirurgia, Faculdade de Ciéncias Médicas, LisBoaugal, 21 January 2011.

Monteiro Grillo I. “Técnicas de tratamento avangadas” and “Innovation Adjuvant
Radiotherapy for Breast Cancer”. 4° Congresso SFR@0o, Portugal, 27-29 January 2011

Monteiro Grillo I. Follow-up for Prostate cancertidats Modern Brachytherapy. Nucletron
Prostate Meeting, Sintra, Portugal, 17-19 March1201

Monteiro Grillo I. Seguimiento del paciente con cande préstata, 1l Congreso de Asociacion
Latinoamericana de Terapia Radiante Oncolégica (RRA), Panama 20-24 June 2011

Monteiro Grillo I. Prostate Cancer Clinical Caseti®s, EMUC, Barcelona, Spain 3-6 November
2011.

Ravasco P. Envelhecimento saudavel: nutricdo éogdlie vida. Academia das Ciéncias de
Lisboa, Lisboa, Portugal, Januaf?, 2011.

Ravasco P. The impact of nutritional interventinrcancer patients. Annual Congress of NSKE
(Norwegian Society of Clinical Nutrition), Oslo, Neay, January 2{) 2011

Ravasco P. Soja: um real contributo para a saudspchacdo Portuguesa de Dietistas em
parceria com a DANONE Lishoa, Portugal. January 24th, 2011.

Ravasco P. Nutricdo no doente cardiaco e respoafoblematica da obesidade e subnutricdo”.
Reunido Conjunta de Reabilitagdo Cardiaca e RédpaaTroéia, Portugal, March 26th, 2011.
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Ravasco P. The impact of nutritional status on ®uadf Life: the value of nutritional
intervention in cancer patients™2nternational Conference on Cancer Therapy, Edigthu
Scotland, March 29 2011.

Ravasco P. A patofisiologia do Sindrome Anorexigiixia: uma actualizacdo. Sesséo
comemorativa dos 55 anos da Unidade Assisténciaidi@ma do IPOFG-EPE, Lisboa,
Portugal, April 18, 2011.

Ravasco P. Caquexia Oncoldgica. X Congresso decliate Alimentacdo e Il Congresso Ibero-
Americano de Nutricdo, Lisboa, Portugal, May'13011.

Ravasco P. Mechanisms of wasting in cancer cachgxiX Congreso Nacional de Oncologia
promovido pela SMEO (Sociedad Mexicana de Oncojogieapa, Zihuatanejo, México.
October 26-29th 2011.

Ravasco P. Impact of nutritional status on QuatitylLife: the value of intervention. XXIX
Congreso Nacional de Oncologia promovido pela SME@riedad Mexicana de Oncologia),
Ixtapa, Zihuatanejo, México, October 26-29th, 2011

Ravasco P. Medicina Geral e Familiar: primeira Bscode Especialidade em alunos de
Medicina? Encontro Nacional da Associacdo dos Diesea Orientadores de Medicina Geral e
Familiar (ADSO).Faro,Portugal, Novembet1-12th, 2011

Ravasco P. Alimentacdo e Cancro. 42 Jornada Luasi8ra de Nutricdo Oncolégica, Porto,
Portugal, November 25-26th, 2011

Ravasco P. Caquexia oncologica: presente e fudfralornada Luso-Brasileira de Nutricdo
Oncoldgica, Porto, Portugal. November 25-26th, 2011

Guerreiro CS. Avaliacdo de Risco e Estado NutriioW| Encontro Nacional das Ciéncias e
Tecnologias da Saude, Lisbon, Portugal, 20 Oct2bgt

Guerreiro CS. Nutricdo e genes em doencas intéstidilo de Conferéncias — Encontros
com a Ciéncia na ESTeSL, Lisbon, Portugal, 27 Gut@b1l

Guerreiro CS. A salde nas nossas maos — ambiegéenes 12 Aula Comemoracdes oficiais da
abertura do ano lectivo 2011-2012 da ESTeSL. LisPortugal, Setembro 2011

Guerreiro CS. Plano nutricional adaptado ao iddSwlo de Conferéncias em Cuidados
Continuados da Universidade Lusofona. Lisbon, Batti20 September 2011

Guerreiro CS. Nutricdo em pacientes disfagicos. ismm “Criando Iniciativas -
Comemoracdes Dia Europeu da Terapia da Fala. E@noento, Portugal, 19 March
2011
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Communications in International Conferences

Vale do Gato |, Machado J, Chaves P, Cortez-PintoGHerreiro AS. Comparison of gut
microbiota composition between two animal modelsnof alcoholic steatohepatits. EASL
International Conference 2011 Hepatology 2011, 54, S363—-S534 (Poster presentation)

Ferreira D, Borralho P, Machado MV, Cortez-Pinto Rpdrigues C, Castro R. Increased
expression of microrna-34 in nafld patients angig¢ting by ursodeoxycholic acid in rat liver.
19th United European Gastroenterology Week - UEG&#${pcolmo, Sweden, 22-26 de Outubro
2011.Gut, Supl 2011(Oral presentation).

Vieira C, Machado M, Correia L, Cortez-Pinto H, ¥sh J. Ascites: one piece in a diagnostic
jigsaw — selected clinical case presentation. 19tited European Gastroenterology Week -
UEGW, Estocolmo, Sweden, 22-26 de Outubro 2@k, Supl 2011 (Oral presentation).

Machado MV, Ferreira D; Castro D; Silvestre; Evdisge T; Coutinho J; Carepa F; Costa F;
Rodrigues C; Cortez-Pinto H. Fatty muscle asscgiatith severity of nonalcoholic fatty liver
and insulin resistance: how liver and muscle idggrpvhen facing energy surplus. 19th United
European Gastroenterology Week - UEGW, Estocolmeaeden, 22-26 de Outubro 201Gut,
Supl 2011 (Poster presentation).

Vieira C, Machado M; Carvalho R, Nobre E, Cortert®iH; Velosa J. Medium to long term
results of 100 intragastric baloons placed in 94iepts with morbid obesity. 19th United
European Gastroenterology Week - UEGW, Estocolmegden, 22-26 Outubro 2011 (poster
presentation)Gut, Supl 2011 (Poster presentation)

Ferreira D, Borralho P, Machado MV, Cortez-PintoR#drigues C, Castro R. MIR-34/SIRT1 in
NALFD patients and targeting by ursodehoxycholi@dn rat liver. AASLD, November 2011,
San Francisco USAHepatologySupl 2011 (Poster presentation)

Ferreira CN, Rodrigues T, Cortez-Pinto T, Serejé&RBmalho F, Alexandrino, Velosa F. Acute
renal dysfunction at hospital admission in cirrbstithe new workingparty definition of acute
renal injury may not be better in predicting haalpinortality than the conventional value of
serum creatininez1.5mg/dl. AASLD, November 2011, San Francisco U$t#patologySupl
2011 (Poster presentation)

Ferreira CN, Rodrigues T, Cortez-Pinto T, SerejdREmalho F, Alexandrino, Velosa F. The
MIC score improves the ability of meld score in gicting in-hospital mortality risk in
decompensated liver cirrhosis. AASLD, November 2084n Francisco USAdepatologySupl
2011 (Poster presentation)

Mareco V, Bujor L, Monteiro Grillo |. Reirradiatioof brain tumors in the University Hospital of
Santa Maria of Lisbon. EORTC-EANO Conference 20k&nds in Central Nervous System
Malignancies, Bucharest, Romania, 25-26 March 2®rbceedings Book2011: 46. (Poster
presentation)

Carreira P., Ribeiro T.N, Madureira L.,Prudéncio Mota M., Pontes M., Monteiro Grillo I.
Monitor Unit Comparison Between a Treatment Plagridsystem and an Independent Monitor
Unit Calculation Software. ESTR@nniversary Congress, London, UK, 8-12 May 2011,
Proceedings BooR011:276(Poster presentation)
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Mareco V, Bujor L, Pimentel Serra N, Monteiro Grill. Utility of the tractography in
radiotherapy planning of brain primary tuma8%.Annual World Congress of IBNISPS on Brain,
Spinal Cord Mapping and Image Guided Therapy. Sarandisco, USA. 2011.
http://www.worldbrainmapping.org/posterd?oster presentation)

Mareco V, Bujor L, Monteiro Grillo I. Human Immuneficiency Virus- Associated
Plasmablastic Lymphoma. 2011 European Multidisegrly Cancer Congress. Stockholm,
Sweden. 16-20 October 201ittp://www.poster-submission.com/boafElbster presentation)

Amado A, Vasconcelos AL, Jorge M, Monteiro Grillo Carcinosarcomas Uterinos — La
Experiencia de una instituicion. XVI Congreso MNamel SEOR, Madrid, Spain, 14-17 June
2011.Resumenes de comunicacioffésster presentation)

Vasconcelos AL, Santa Cruz O, Amado A, Pina F, MinatGrillo I. Clinica y Terapéutica del
Carcinoma Celulas Anillo de Sello Prostata. XVI @aso Nacional SEOR, Madrid, Spain, 14-
17 June 201Resumenes de comunicaciar(@oster presentation)

Mareco V, Amado A, Jorge Lemos M, Monteiro Grilldrradiation del cancér de mama después
de radioterapia al térax. La actualidad en mediginarurgia y 16 Congreso de la Sociedad
Espafiola de Oncologia Radioterapiddadrid, Spain, 14-17 June 201ResUmenes de
comunicacione2011: 129-130 (Poster presentation)

Mareco V, Bujor L, Pimentel Serra N, Monteiro Grill. Fractionated External Radiotherapy for
Choroidal Hemangioma. PROS Congress, Venice, I1&ly24 June 2011Abstract Scientific
Programme2011: 33 (Poster presentation)

Mareco V, Pimentel Serra N, Bujor L, Monteiro Grill. Localized Radiotherapy of Pineal Pure
Germinoma. PROS Congress, Venice — ltaly, 21-24e B011.Abstract Scientific Programme
2011: 33. (Poster presentation)

Reis Ferreira M, Bujor L, Jesus C, Monteiro Grilg Monteiro Grillo I. Interstitial high-dose
rate brachytherapy for inferior eye-lid basal angiaanous cell carcinoma: a feasibility study.
53rd  ASTRO Annual Meeting. Miami Beach, FLA, USA. ctdober 2-6 2011.
http://www.abstractsonline.coRlan/ViewSession.aspx?sKey=b8eeab7e-5771-43f2-9aff-
4b40e8fb32ff&mKey=%7bCCE7E125-D766-49E6-91BOBC7926RA%7d+

(Poster presentation)

Ferreira C, Camilo M, Pena R, Ravasco P. Undetiartriand nutritional supplements in
Oncology: what do family and caretakers know?™ 33ongress of the European Society for
Clinical Nutrition and Metabolism (ESPEN), GothenpuSweden, September 201Qlinical
Nutrition 2011; 6 (suppl 1): 45 (Poster presentation)

Ferreira C, Camilo M, Pena R, Ravasco P. Healtliepsionals, undernutrition and nutritional
supplements in Oncology: a pilot survey.“3Bongress of the European Society for Clinical
Nutrition and Metabolism (ESPEN), Gothenburg, Swedgeptember 201 Xlinical Nutrition
2011; 6 (suppl 1): 45 (Poster presentation)

Almeida Al, Ornelas M, Neto E, Monteiro-Grillo M,&milo M, Ravasco P. Are nutrition and
cataract linked?. 38Congress of the European Society for Clinical Notr and Metabolism

(ESPEN), Gothenburg, Sweden, September 2Qlihical Nutrition 2011; 6 (suppl 1): 61-62
(Poster presentation)
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Almeida Al, Correia M, Camilo M, Ravasco P. Nutrital risk in surgical patients: how to
screen? 33 Congress of the European Society for Clinical Notr and Metabolism (ESPEN),
Gothenburg, Sweden, September 2@linical Nutrition 2011; 6 (suppl 1): 7Iravel Award for
the 20 best research works of the cong(Esster presentation)

Ferreira C, Camilo M, Pena R, Ravasco P. Undetirtriand nutritional supplements in
Oncology: what do family and caretakers know?* Huropean Nutrition Conference FENS
2011: “Diversityvs Globalization — a nutritional challenge for a chiaig Europe, Madrid, Spain,
October 2011Annals of Nutrition and Metabolis2011; 58 (suppl 3): 40 (Oral communication)

Ferreira C, Camilo M, Pena R, Ravasco P. Healtliepsionals, undernutrition and nutritional
supplements in Oncology: a pilot survey."1furopean Nutrition Conference FENS 2011:
“Diversity vs Globalization — a nutritional challenge for a chisny Europe, Madrid, Spain,
October 2011Annals of Nutrition and Metabolis2011; 58 (suppl 3): 39 (Oral communication)

Almeida Al, Ornelas M, Neto E, Monteiro-Grillo M,amilo M, Ravasco P. Are nutrition and
cataract linked?. f1IEuropean Nutrition Conference FENS 2011: “Diversi Globalization — a
nutritional challenge for a changing Europe, MadBgain, October 201RAnnals of Nutrition
and Metabolisn2011; 58 (suppl 3): 63 (Oral communication)

Almeida Al, Correia M, Camilo M, Ravasco P. Nutital risk in surgical patients: how to
screen?” 11 European Nutrition Conference FENS 2011: “Diversis Globalization — a
nutritional challenge for a changing Europe, MadBgain, October 201#nnals of Nutrition
and Metabolisn2011; 58 (suppl 3): 412 (Poster presentation)

Communications in National Conferences

Ferreira CF, Rodrigues T, Cortez-Pinto H, Serej®#&mnalho F, Velosa J. Melhoria significativa
na predicdo de mortalidade hospitalar em cirrétile escore meld tomando em conta infec¢des
e colesterol total. XXXI Congresso Nacional de @atkrologia, Endoscopia Digestiva e
Hepatologia, June 2011, Estoril, Portugal. Semaigediiva 2011GE-Jornal Portugués de
Gastrenterologia2011; 18 (Oral presentation)

Ferreira D.M.S, Machado M.V., Cortez-Pinto H., Rgdes C.M.P., Castro R.E. Expressdo do
mirna-34 no figado de doentes com figado gordaat@mblico e sua potencial modulagéo. XXX
Congresso Nacional de Gastrenterologia, Endos&ligistiva e Hepatologia, June 2011, Estoril,
Portugal. Semana Digestiva 201GE-Jornal Portugués de Gastrenterologi2011; 18 (Oral
presentation)

Vale do Gato |, Cortez-Pinto H, Machado J, Chaves#&htos A. M., Pereira T., Lopes T.,
Guerreiro A.S. Comparagdo da composicdo da mid@bémtre dois modelos de dieta de
esteatohepatite ndo alcodlica no ratinho. XXXI Qesgo Nacional de Gastrenterologia,
Endoscopia Digestiva e Hepatologia, June 2011 riEsRortugal. Semana Digestiva 2013E-
Jornal Portugués de Gastrenterologi2011; 18 (Oral presentation)

Machado M.V., Goncalves S., Costa A., Carepa F.utiGoo J., Cortez-Pinto H. A
esteatohepatite ndo alcodlica associa-se a aleggg@coces na taxa de filtracdo glomerular, na
obesidade morbida. GE-Jornal Portugués de Gagstiga, XXXI Congresso Nacional de
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Gastrenterologia, Endoscopia Digestiva e Hepatalogune 2011, Estoril, Portugal. Semana
Digestiva 2011GE-Jornal Portugués de Gastrenterologi@l1; 18 (Oral presentation)

Machado M.V., Oliveira A.G., Cortez-Pinto H. Predmatia de esteatose hepatica em doentes
infectados pelo VHB: meta-andlise de factores sieore comparacdo com infectados pelo VHC.
XXXI Congresso Nacional de Gastrenterologia, EndpicDigestiva e Hepatologia, June 2011,
Estoril, Portugal. Semana Digestiva 20GE-Jornal Portugués de Gastrenterologia, 2018
(Oral presentation)

Jesus C, Batista V, Monteiro Grillo I. Desenvolvitte de um Software de verificacdo
independente do calculo de dose em BraquiterapR”HER° Congresso Sociedade Portuguesa de
Radioterapia Oncologia (SPRO), Porto, Portugal, 227- January 2011.
http://abstracts2011.spro.pfPoster presentation)

Ferreira M R, Jorge M, Amado A, Monteiro Grillo Radioquimioterapia no carcinoma do colo do
Gtero: um tratamento potencialmente agressivo.offgfesso SPRO, Porto, Portugal 27-29 January
2011.http://abstracts2011.spro.pfPoster presentation)

Amado A, Ferreira M, Vasconcelos A, Mendonc¢a V,géoM, Monteiro Grillo I. Carcinoma
Minimo da Mama (Tla,b NO MO0): sinénimo de bom prasjico? 4° Congresso SPRO, Porto,
Portugal, 27-29 January 201ittp://abstracts2011.spro.ptPoster presentation)

Amado A, Vasconcelos A, Ferreira M, Bujor L, Pirted N, Monteiro Grillo I. Tumor Muco-
epidermoide da Pardtica - a proposito de um casicel4° Congresso SPRO, Porto, Portugal,
27-29 January 201 bttp://abstracts2011.spro.ptPoster presentation)

Vasconcelos A L, Monteiro Grillo I. Tumores miangasivos da mama. 4° Congresso SPRO,
Porto Portugal, 27-29 January 20hftp://abstracts2011.spro.pfPoster presentation)

Mareco V, Bujor L, Pimentel Serra N, Monteiro Grill. Neoplasia secundaria a distancia ap6s
radioterapia com fotBes de alta energia e proddeaweutres secundarios. 4° Congresso SPRO,
Porto, Portugal, 27-29 January 2@itfp://abstracts 2011.spro.ptPoster presentation)

Vasconcelos AL, Mendon¢a V, Amado A, Antunes |,géoM, Monteiro Grillo I. Tumor
Desmoide - A propésito de um caso clinico”. 4° Gersgo SPRO, Porto, Portugal, 27-29 January
2011.http://abstracts2011.spro.pfPoster presentation)

Vasconcelos A L, Monteiro Grillo I. O Papel daidrapia nos sarcomas retroperitoneais. 4°
Congresso SPRO, Porto, Portugal, 27-29 January. 2@fit//abstracts2011.spro.pt/(Poster
presentation)

Carreira P., Ribeiro T.N, Madureira L.,Prudéncio Mota M., Pontes M., Monteiro Grillo I.
Comparacgdo do calculo de Unidades Monitor entresistema de planeamento e um sistema
dedicado independente. 4° Congresso SPRO, PortotugBlp 27-29 January 2011.
http://abstracts2011.spro.pfPoster presentation)

Marques de Jesus C, Malveiro R, Ribeiro T, Mont@rdlo I. Controlo de qualidade geométrico
de um sistema de aquisicdo de imagens de RaiosaXupidizacdo em Braquiterapia (IBU). 4°
Congresso SPRO, Porto, Portugal, 27-29 January. 2ttid://abstracts2011.spro.pt{Poster
presentation)
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Pontes M., Madureira L, Rato A, Mota M, Jacob Kirieedes P., Carreira P., Clemente A.,
Mateus D., Carvoeiras P., Dias C., Malveiro R.j®atV., Prudéncio L., Galhardas J, Ribeiro T.,
Duarte A., Ferreira A, Teixeira N, Monteiro Grillo Aquisi¢do e validacdo de dados de dois
Aceleradores Lineares para quatro Sistemas de dMfwmrgo. 4° Congresso SPRO, Porto,
Portugal, 27-29 January 20Mttp://abstracts2011.spro.ptiPoster presentation)

Amado A, Vasconcelos A, Pina F, Jorge M, Monteirdl&l. Sarcoma de Ewing Extra-Ogseo -
uma Entidade Rara. Encontros da Primavera-Oncgqlddispital do Espirito Santo, Evora,
Portugal, 31 March- 3 April 2011 (Poster preseatgti

Amado A, Mareco V, Vasconcelos A, Pina F, JorgeMnteiro Grillo I. Carcinoma Ductal
Invasivo em Tecido Mamario Ectdpico na Vulva — C&dimico e Breve Revisdo da Literatura.
Encontros da Primavera-Oncologia, Hospital do HEsp®anto, E.P.E., Evora, Portugal, 31
March- 3 April 2011 (Poster presentation)

Ferreira C, Pena R, Camilo M, Ravasco P. Profisésode salde, desnutricdo e suplementos
nutricionais em oncologia: inquérito nacional. X@bngresso Anual da Associacdo Portuguesa
de Nutricdo Entérica e Parentérica (APNEP), Pdearfugal. April 2011 Revista da APNEP
2011; vol. V, N°1: 59 (Poster presentation)

Ferreira C, Pena R, Camilo M, Ravasco P. Desnotec&uplementos nutricionais em oncologia
— 0 gque sabem familiares e cuidadores? Xl Comgrednual da Associacdo Portuguesa de
Nutricdo Entérica e Parentérica (APNEP), Portotugad. April 2011.Revista da APNERO11;
vol. V, N°1: 57 (Poster presentation)

Almeida Al, Camilo M, Ravasco P. Nutricdo e catarajue relagdo? Xlll Congresso Anual da
Associacdo Portuguesa de Nutricdo Entérica e Farem{APNEP), Porto, Portugal. April 2011.
Revista da APNERO011; vol. V, N°1: 58 (Poster presentation)

Almeida Al, Camilo M, Ravasco P. Risco nutriciomad doente cirtrgico: como avaliar? XIll
Congresso Anual da Associacdo Portuguesa de NutEipgrica e Parentérica (APNEP), Porto,
Portugal. April 2011Revista da APNERO011; vol. V, N°1: 56 (Poster presentation)

Ferreira C, Pena R, Camilo M, Ravasco P. Profisésode salde, desnutricdo e suplementos
nutricionais em oncologia: Inquérito nacional. Xngeesso de Nutricdo e Alimentacédo e Il
Congresso |bero-Americano de Nutricdo. Lisboa, WRaft May 2011.Livro de Resumos do
Congress®011; 38 (Poster presentation)

Ferreira C, Pena R, Camilo M, Ravasco P. Desnotec&uplementos nutricionais em oncologia
— 0 que sabem familiares e cuidadores? X Congressdutricdo e Alimentacéo e Il Congresso
Ibero-Americano de Nutricdo. Lisboa, Portugal. M28A1. Livro de Resumos do Congresso
2011; 39-40 (Poster presentation)

Almeida Al, Camilo M, Ravasco P. Nutricdo e catarajue relacdo? X Congresso de Nutricdo e
Alimentacéo e Il Congresso Ibero-Americano de Néwi Lisboa, Portugal. May 201livro de
Resumos do Congres2011; 39 (Poster presentation)

Almeida Al, Camilo M, Ravasco P. Da Teoria a Paatiévaliacdo de Risco Nutricional no
Doente Cirdrgico”. X Congresso de Nutricdo e Alizgydo e 1l Congresso Ibero-Americano de
Nutricdo. Lisboa, Portugal. May 201Livro de Resumos do Congres2011; 27-28. (Oral
communication).
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Almeida Al, Ferreira C, Marques Vidal P, Ravascd @n-year trends in overweight and obesity
in the adult Portuguese population, 1995 to 20(®. Congresso Portugués de Obesidade
promovido pela SPEO: Combater a Obesidade: umadmigmssivel. Coimbra, Portugal.
November 2011.Revista Portuguesa de CirurgigSupl Novembro 2011); 36 (Oral
communication)

Almeida Al, Ferreira C, Marques Vidal P, Ravasco ®hesity is underdiagnosed and
undertreated in the Portuguese population. 15° @ssg Portugués de Obesidade promovido
pela SPEO: Combater a Obesidade: uma missédo plosséimmbra, Portugal. November 2011.
Revista Portuguesa de Cirurg{&upl Novembro 2011); 36 (Oral communication)

Almeida Al, Ferreira C, Monteiro Grillo I, Camilo B Ravasco P. Composicéo corporal do
doente oncolégico: uma nova realidade? 42 Jornad®-Brasileira de Nutricdo Oncoldgica,
Porto, Portugal. November 2011 (Poster presenjation

Almeida Al, Boléo-Tomé C, Ferreira C, Monteiro @ill, Camilo ME, Ravasco P. Cancro,
excesso de peso e obesidade: prioridade paraente nutricional? 42 Jornada Luso-Brasileira
de Nutricdo Oncoldgica, Porto, Portugal. Novembei12 Prémio de 3° melhor trabalho de
investigacdo apresentado no congrefiRoster presentation)

Almeida Al, Boléo-Tomé C, Ferreira C, Monteiro @ill, Camilo ME, Ravasco P. Qual é
actualmente a dieta do doente oncologidddornada Luso-Brasileira de Nutricdo Oncoldgica,
Porto, Portugal. November 2011 (Poster presenjation

Ravasco P, Ferencova J, Krajnak S, Almeida Al, &dlémé C, Monteiro Grillo I, Camilo ME.
Programa internacional de intercAmbio entre Fadelslade Medicina: A importancia de um
estagio de investigacado clinica em nutricdo. 4Aabtla Luso-Brasileira de Nutricdo Oncoldgica,
Porto, Portugal. November 2011 (Poster presenjation

Ravasco P, Stambolliu E, Bogataplimeida Al, Boléo-Tomé C, Monteiro Grillo I, CamildE. O
2° intercAmbio sobre Nutricdo entre Faculdades delidiha. 42 Jornada Luso-Brasileira de
Nutricdo Oncoldgica, Porto, Portugal. November 2(Pdster presentation)

Almeida Al, Ornelas M, Neto E, Monteiro-Grillo M,atilo M, Ravasco P. Nutricdo e catarata:
gue relacdo? 54° Congresso Portugués de Oftalmglygamoura, Portugal. December 2011.
Livro de Resumos do CongresXil1; 39 (Poster presentation)

Duarte MJ, Guerreiro CS, Bernardo B, Caldas de AdmeM, Mendes L. indice de Massa
Corporal e perimetro geminal em individuos idosom ademéncia. Il Congresso Anual de
Cuidados Continuados, Lishon, Portugal, Novembéd @Poster presentation)

Duarte MJ, Guerreiro CS, Bernardo B, Caldas de AlméV, Mendes L. Aplicacdo do Mini
Nutritional Assessment vs Mini Nutritional Assessiinghort form em individuos com deméncia.
Xl Congresso da Associacdo Portuguesa de Nutrigdt@rica e Parentérica, Porto, Portugal,
April 2011.Revista da APNERO11 (Poster presentation)

Garagarza C, Matias P, Guerreiro CS, Amaral T,dierrC, Jorge C,Gil C, Ferreira A. Massa
celular corporal como indicador do estado nutriglaninflamatério dos doentes em hemodialise.
C. XlII Congresso da Associacdo Portuguesa de ¢aatriEntérica e Parentérica. Porto, Portugal,
April 2011.Revista da APNERO011 (Poster presentation)
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Duarte MJ, Guerreiro C, Bernardo A, Almeida M, Mead.. Avaliagdo da ingestado alimentar de
individuos idosos com deméncia. VI Encontro Nadiatas Ciéncias e Tecnologias da Saude,
Lisbon, Portugal, 20 October 2011 (Poster presenfat

Marques S, Calha R, Guerreiro C, Mendes L. Percepogporal pds-parto: influéncia do IMC
pré-gestacional e ganho de peso gestacional. \WriErecNacional das Ciéncias e Tecnologias da
Saude, Lisbon, Portugal, 20 October 2011 (Postsegntation).

Carmona B, Guerreiro C, Cravo M, Brito M. Influéados genes timidilato sintetase e metionina
sintetase no desenvolvimento de cancro colo-redthlEncontro Nacional das Ciéncias e
Tecnologias da Saude, Lisbon, Portugal, 20 Octedtt (Poster presentation)

Organisation of Conferences
Cortez-Pinto H. Member of the Organizing Committeg the XIX" United European
Gastroenterological Week (UEGW) 2011, held in Shmttn. Presently preparing the XX
UEGW Meeting to be held in Amsterdam in 2012.

Monteiro Grillo I. Multidisciplinary Teaching Coueson Prostate Cancer 2011, ESTRO, Lisbon,
Portugal, 6-10 February 2011

Monteiro Grillo I. Clinical Workshop- Image GuidddDR Brachytherapy for Prostate cancer:
Live Case in Radiotherapy Department. Nucletroostate Meeting — HSM, Lisbon, Portugal
15-16 March 2011

Monteiro Grillo I. Modern Brachytherapy. The futudd prostate cancer treatment” Sintra,
Portugal, 17-19 March 2011.

Monteiro Grillo I. IMRT- IGRT Worshop, Lisbon, Pagal, 25 May 2011.

Ravasco P. Member of the Organizing Committee @& 11" FENS European Nutrition
Conference (Federation of European Nutrition Sasgt October 26-29, 2011 Madrid, Spain.

Guerreiro CS. Scientific Committee of 1l Congregswal de Cuidados Continuados, November
25-26, 2011, Lisbon, Portugal.
Internationalization

Camilo ME. TOOLTIPS Partner = Erasmus EU financegnsive Programme “Tools targeted
on obesity intervention and prevention strategiesfficient and sustained implementation”.

Cortez-Pinto H. Scientific Committee of the Unit&liropean Gastroenterologic Federation
(UEGF) as representative of the European Assoaiétiothe Study of the Liver (EASL).

Cortez-Pinto H. Collaborative multicenter study desess non-invasive tests to detect liver
disease in NAFLD. Coordinator: Musso G, UniversifyT urin/Italy
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Cortez-Pinto H. Collaborating on “EASL Clinical tize Guidelines on Alcoholic Liver
Disease” of the European Association for the Stfdyiver Disease to be published in 2012

Monteiro Grillo |. Editorial board J of ContempoyaBrachytherapy (Polish Brachytherapy
Society)

Monteiro Grillo I. Editorial board Reports of Praetl Oncology and Radiotherapy.
Monteiro Grillo I. Editorial board Current Nutritioand Food Science

Monteiro Grillo I. Regional Representative of ESTROALATRO- Asociacion Latinoamericana
of Terapia Radiante Oncoldgica.

Ravasco P. Invited member of tNature reader panepanelistsole: to shape NATURE Journal
publication, value, sustain, develop the reseaachneunity and others interested in science and
its impacts. This role ensures the highest stasdafrgprofessional research and privacy in using
the information that the panelists provide.

Ravasco P. Member of the ESPEN FaculBurppean Society for Clinical Nutrition and
Metabolic Carg, which serve as a Board of international expertidembers may be asked to
give expert opinions on clinical nutrition and neasm, represent ESPEN in other Societies, as
a source of knowledge for governments or otherdsorklated to health care.

Ravasco PScientific consult for the area of Nutrition in thtarvard Medical School-Portugal
Program.

Ravasco P, Guerreiro CS. Erasmus EU network DIETD®eticians Improving Education
Training Standards across Europe.

Guerreiro CSE-learning for Health Agents Program iBurope -Equity creating equality in
health through capacity building in Europe betweasalth care workersa Life Learning
Programme financed by the European Commission

Guerreiro CS.Key-Memberrepresenting Portugal at ESPEN (European Socm@tyCfinical
Nutrition and Metabolism).

Prizes, honours and awards

Prize for the best Oral presentation of the sessititled: Increased expression of microrna-34
in NAFLD patients and targeting by ursodeoxychalaid in rat liver; awarded to: Ferreira D,
Borralho P, Machado MV, Cortez-Pinto H; Rodrigues @astro R. 19th United European
Gastroenterology Week - UEGW, Stockholm, SwederR@Pctober 2011.

Prize for the best comunication presented at tifeCahgresso da Sociedade Portuguesa de
Radioterapia e Oncologia, Porto, Portugal 27-2udgn 2011, entitled: “Implementacédo de
dosimetria in vivo com MOSFET em braquiterapia ta taxa de dose da prostata”. Authors:
Ribeiro T.N., Jesus C.M., Peralta L., Monteiro-&ril

Travel Award to young investigators (one per cogfior their best first presented abstract at the
ESPEN 3% Congress of European Society for Clinical Nutritiand Metabolism (ESPEN) to
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Ana Isabel Almeida, Gothenburg, Sweden, 2011. Adiadil, Correia M, Camilo M, Ravasco P.
“Nutritional risk in surgical patients: how to ser&?” 33' Congress of European Society for
Clinical Nutrition and Metabolism (ESPEN), GothendpuSweden, 3-6 of September 2011.

Prize for the 3rd best research work presentedeatQongress 42 Jornada Luso-Brasileira de
Nutricdo Oncolégica, Porto Novembro de 2011, exditfFCancro, excesso de peso e obesidade:
prioridade para intervencdo nutriciondl?Authors: Almeida Al, Boléo-Tomé C, Ferreira C,
Monteiro Grillo |, Camilo ME, Ravasco P.

Ravasco P. Selected scientist by the Scientific @ittee of Atomium Culture with the work:
“Nutrition and food: real determinants in canced,represent Portugal in Brussels, Belgium at
the Permanent Platform for European Excellence.

Guerreiro CSHonorable Mention imNutrition Awards atComunication in Nutrition category.
“Alimentacado & Doenca Inflamatoria do Intestino idportancia de uma alimentacéo
adequada”

Guerreiro CSBest poster af'l Encontro Nacional das Ciéncias e TecnologiaSaade, Lisbon,
Portugal, 20 October 201éntitled: “Avaliacdo da ingestédo alimentar de individuos idosom
deménciaAuthors:Duarte MJ, Guerreiro C, Bernardo A, Almeida M, Mead..

Advanced teaching

Cortez-Pinto H. President of the Scientific boaifdtlee Post-Graduate Course in Clinical
Nutrition (2011/2012), collaboration between thedty of Medicine of the University of Lisbon

and the “Escola Superior de Tecnologia da Saudast®a do Instituto Politécnico de Lisboa”,
with the collaboration of the Faculty of Pharmaéyhe University of Lisbon

Cortez-Pinto H. Director of the Liver Programme tbé Post-graduate Course of the United
European Week in Stockholm, Sweden, November 2011.

Cortez-Pinto H. Lecturer at the Master Degree omaldl@ic Diseases and Behaviour, Faculdade
de Medicina da Universidade de Lisboa. Lisbon, &atyr2011.

Monteiro Grillo I. Lecturer “Terapia Radiacdesaf'the Master Program Aplied Tecnhologies and
Radiations to Health, Il edition. Tecnichal Insté&wf Lisbon, May to June 2011

Monteiro Grillo I. Lecturer “Paliative Radiotherapyat the 9 ed. of Master Program in Palliative
Care of the Faculty of Medicine of Lisboa, Januzd} 1

Monteiro Grillo I. Moderator: “A Radioterapia no @molo da Dor”.12 Curso da Dor Crénica para
médicos Internos, HFF, Lisboa 20-29 October 2011

Ana Oliveira (2011) Cuidados Paliativos: Dificulded dos Enfermeiros do HSM. Master
Program in Cuidados Paliativos, Faculdade de Medlidia Universidade de Lisboa. Supervisor:
Monteiro Grillo 1.

Ana Rita Simfes (2011) IGRT com CBCT: o impactopiacisdo em Radioterapia, Master
Program Aplied Tecnologies and Radiations to Hedlt ed. Tecnichal Institute of Instituto
Politécnico de Lisboa Supervisor: Monteiro Grillo
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Alexandra Oliveira (2011) "Medida da Qualidade ddavdo doente oncoldgico na pratica clinica
diaria. Master Program in Cuidados Paliativos, Kmle de Medicina da Universidade de
Lisboa. Supervisor: Monteiro Grillo .

Luisa Maria Leitdo Moreira (2011): “Hipodermoclisena Forma de Dignificar a Vida na
Prestacdo de Cuidados de Saude no Domicilio. MaBtegram in Cuidados Paliativos,
Faculdade de Medicina da Universidade de LisbopeSisor: Monteiro Grillo .

Ravasco P. Lecturer at the advanced teaching progducational Long Life Learning (CME)
on Mechanisms of wasting in cancer cachexia inntibelule“Nutritional support in cancer” of

ESPEN (European Society for Clinical Nutrition amdietabolism), Gothenburg, Sweden,
September 2011.

Ravasco P. Lecturer on The relevance of nutritiwsh l@ody composition in cancer patients at the
clinical session of the Radiotherapy Departmenth&f University Hospital of Santa Maria,
Lisboa, May 5th 2011.

Ravasco P. Carcinogénese alimentar e tubo dige€liwso de Nutricdo em Cirurgia promovido
e organizado pela Sociedade Portuguesa de Cirluigma, Portugal, March 5th, 2011.

Ravasco P: Teacher at thé"2@dvanced Course in Clinical Nutrition (ACCN courseganized
by ESPEN (European Society for Clinical NutritiomdaMetabolism). Maastricht, Holland, May
12" 2011.

Ravasco, P. Various lectures adressing “Patologid®rapéutica Nutricional”, in the module
“Nutricdo” at the Master Program in Nutrition ofetiFaculty of Medicine of Lisboa, Lisboa,
Portugal, from January to March 2011.

Ravasco P. Lecturer on “A escolha da especialideaddGF nos alunos de Medicina” in the pre-
graduate session of General and Family MedicineeaFMUL. Lisboa, Portugal, 21 July 2011.

Ravasco P. Lecturer on Integracdo do screeningdcimurtal, impacto da nutricdo e composicao
corporal no prognéstico e marcadores geneticoggeexia: 0 que ainda temos para saber? at the
clinical session of the Radiotherapy Departmenth&f University Hospital of Santa Maria,
Lisboa, Portugal, 8 September 2011.

Ravasco P. Lecturer on Obesidade, alimentacéolesedé vida em pediatria: que implicacdes
futuras? at the clinical session of the ResearchteCeof the Pediatrics Department of the
University Hospital of Santa Maria, Lisboa, Podly@0 October 2011.

Ravasco, P. President of the Master Program Boardlutrition 2010-2012. Other board
members: Camilo M E. and Cortez-Pinto H.

Ravasco, P. Scientific Coordinator of the Coursé&pécialization in Clinical Nutrition (2011-
2013), and Coordinator of the Module “Nutrition a@hncer’. Faculdade de Medicina da
Universidade de Lisboa.

Pedro Fortes (2009-2012) Avaliacdo do Risco e dadesNutricionais em meio hospitalar.
Master Program in Medicine, Faculdade de MediciaaUniversidade de Lisboa. Supervisor:
Ravasco P.
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Maria José Mirotes (2008-2012) Estudo da associaglie a estrutura familiar e o regime
alimentar dos idosos no concelho de Serpa. Masbgrdm in Dietetics and Nutrition, Faculdade
de Medicina da Universidade de Lisboa. SuperviRakasco P.

Maria José Pires Aurélio Duarte (2009-2012) Avdlimacdo estado nutricional e habitos
alimentares das criancas do pré-escolar em Santhfaster Program in Dietetics and Nutrition.
Faculdade de Medicina da Universidade de LisbopefSisor: Ravasco P.

Maria José Casas Novas Patacédo (2010-2012) Omigdeional e a desnutricdo hospitalar: que
influéncia na atitude dos profissionais de salde fa Nutricdo? Master Program in Nutrition,
Faculdade de Medicina da Universidade de LisbopefSisor: Ravasco P.

Carolina Maria Pinto Basto Coutinho (2010-2012) &cto das dietas hiperproteicas na
percepcdo e na composi¢do corporal: intervencao comtexto clinico. Master Program in
Nutrition, Faculdade de Medicina da Universidadéidboa. Co-Supervisor: Ravasco P.

Inés Barbosa (2010-2012) Alimentacdo e calculogduins. Master Program in Nutrition,
Faculdade de Medicina da Universidade de LisboeS@mervisor: Ravasco P.

Jodo Carlos Vieira da Silva Sampaio (2010-2012jeDsem amido no tratamento da Espondilite
Anquilosante: uma mais valia? Master Program inriNloh, Faculdade de Medicina da
Universidade de Lisboa. Co-Supervisor: Ravasco P.

Mariana Pavao Abecasis (2010-2012) A gravidez, nesaio de peso e suas consequéncias na
mulher. Master Program in Nutrition, Faculdade dedMina da Universidade de Lisboa. Co-
Supervisor: Ravasco P.

Vanda Filipa da Silva Gongalves Paiva (2010-204B)dmialgia: qual a relevancia da vitamina
D na dor crénica? Master Program in Nutrition, Fdade de Medicina da Universidade de
Lisboa. Co-Supervisor: Ravasco P.

Vanessa Mealha (2010-2012) Qual o risco de digigralimentares em estudantes de Dietética e
Nutricdo? Comportamento e habitos alimentares,destautricional e composi¢do corporal.
Master Program in Nutrition, Faculdade de MediaaaJniversidade de Lisboa. Co-Supervisor:
Ravasco P.

Verdnica Machado Jorge Lopes (2010-2012) Escollia®rtares em Instituicdo do Ensino
Secundario. Master Program in Nutrition, Faculddeé/edicina da Universidade de Lisboa. Co-
Supervisor: Ravasco P.

Salomé Almeida (2010-2012) Caracterizacdo e comgpardo perfil nutricional e composicao
corporal em atletas de elite ao longo da époceodidsm Master Program in Nutrition, Faculdade
de Medicina da Universidade de Lisboa. Co-SupervRRavasco P.

Claudia Marinho Alves Parreira (2010-2012) O queesa populacdo sobre factores de risco para
a Diabetes tipos 2? Master Program in Nutritionguidade de Medicina da Universidade de
Lisboa. Co-Supervisor: Ravasco P.

Guerreiro CS. Lecturer at the Postgraduate coudrdeedEscola Superior de Hotelaria e Turismo
do Estoril. Estoril, June 2011.
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Guerreiro CS. Lecturer “Malnutricdo” module “Nu&@’ at the Master Program in Nutrition of
the Faculty of Medicine of Lisboa.

Guerreiro CS. Scientific Board of Clinical Nutritid?ost Graduate Course. FMUL/ESTeSL

Science and Society

Ravasco P. Participation in a session for a stradtgroup of 4 students of the 12th grade of the
Escola Secundaria de Ferreira Dias - Lishaathe context of the discipline “Project” undbe
theme: “What is the influence of food in canceridenice?” at FMUL(Public Perception of
Science)

Master and PhD thesis completed

Guerreiro CS. PhD thesis - Nutricdo e Genes em €amelmtestinais, defense “with honours” in
15th April 2011, Supervisor: Camilo M.

Rita Machado da Silva Barroso (2011) Condi¢des padasenvolvimento de accbes paliativas
em unidades de internamento de agudos, Faculdadded&ina Universidade de Lisboa —
President of the Examination Board: Monteiro Grillo

Amanda Fernandes (2011) Avaliacdo do Risco e dadBsNutricionais em meio hospitalar..
Master Degree in Medicine, Faculdade de MedicinaUdéversidade de Lisboa. Supervisor:
Ravasco P; Members of the Examination Board: RavRs€ortez-Pinto H.

Inés Chaparro Roque dos Santos (2011) Obesidadegestfio nutricional em criancas
Portuguesas dos 2 aos 5 anos de idade. MastereDegietetics and Nutrition, Faculdade de
Medicina da Universidade de Lisboa. Co-Supervisad Blember of the Examination Board:
Ravasco P.

Rita Margarida Ascenso Rold&o (2011) Avaliagéo almmosicdo corporal e ingestéo nutricional
em criancas com Perturbacdes de Hiperactividadeéficdd de Atencdo medicadas com
Metilfenidato. Master Degree in Dietetics and Nigri, Faculdade de Medicina da Universidade
de Lisboa. Supervisor and Member of the ExamingBioard: Ravasco P.
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Parasite Molecular Genetics Unit

Major interests / Objectives

Trypanosoma bruces a unicellular parasite that, in humans, caasiesal disease called African
sleeping sickness. While in the bloodstream, thragite evades its host immune system through
antigenic variation; specifically, it periodicalswitches from one dense, uniform coat of variant
surface glycoprotein (VSG) to an antigenically idist one. Although theT. brucei genome
contains hundreds ofSGgenes, all but one are transcriptionally silenc&ach transcriptional
changes do not involve alterations in the DNA segeebut are inherited nevertheless, which
indicates thatVSG transcription is under epigenetic control. Our Ig@a to identify and
characterize the factors involved in the epigenatittrol of VSG gene expression

Head of Unit

Luisa M Figueiredo, PhD — Group Leader, IMM

Research Team

Ana Filipa Ferreira PhD fellow (GABBA program)

Ana Martins Ribeirc Masters student (left in September 2(
Ana Pene PhD fellow, FC”

Fabien Guegan Post-Doc fellow

Francisco Aresta Branc Trainingfellowship, FC”

Mafalda Pimente Masters studer

Silvia Pimenta Medical student (left in August 201

Keywords/Research Areas

antigenic variation; chromatin; gene expressiomagitology

Major scientific achievements
2011 was my second year as a Group Leader. It wasydmportant year for three main reasons.

First, | significantly increased the size of my gpgwhich was possible due to the funding |
obtained at the end of 2010). | hired two PhD sttsldrom IMM and GABBA PhD programs. |
also hired the first international member of myugrpa post-doc from France. Hosting a medical
student was a very rewarding experience that, €hap) bring my lab closer to FMUL and to
translational medicine.

Second, | obtained an extremely prestigious, coithgeand wealthy funding from Howard
Hughes Medical Institute (HHMI). There were 760 digiates, from 18 different countries, to the
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new International Early Career Scientist awardeAftvo rounds of selection, | was one of the 28
awardees of a €560.000 award, for a period of Bsyea

Third, | began exploring a new area of interesifincan trypanosomiasis, which includes a
collaboration with an extremely successful scig¢mmishe USA. This project will be at the
crossroads of parasitology, neurobiology and ageing

Recent Most Relevant Publications

Figueiredo, LM, Cross, GA (2010) Nucleosomes arpleled at the VSG expression site
transcribed by RNA polymerase | in African trypaooes.Eukaryot Cell 9: 148-154 (Journal
IF: 3,395, Citations: 10)

Yang, X, Figueiredo, LM, Espinal, A, Okubo, E, B, (2009) RAP1 is essential for silencing
telomericVariant Surface Glycoproteigenes inTrypanosoma bruceCell, 137: 99-109 (Journal
IF: 32,406, Citations: 23)

Siegel, TN, Hekstra, DR, Kemp, LE, Figueiredo, LiMwell, JE, Fenyo, D, Wang, X, Dewell, S,
Cross, GAM (2009) Four histone variants mark therlolaries of polycistronic transcription units
in Trypanosoma bruce{zenes DeM23: 1063-1076 (Journal IF: 12,889, Citations: 59)

Figueiredo, LM, Cross, GAM, Janzen, CJ (2009) Epéatie regulation in African trypanosomes:
a new kid on the blocklat Rev Microbial 7: 504-513 (Journal IF: 20,686, Citations: 26)

Figueiredo, LM, Janzen, CJ, Cross, GAM (2008) Atdms methyltransferase modulates
antigenic variation in African trypanosomé®LoS Bio) 6: e161 (Journal IF: 12,472, Citations:
36)

Ongoing Research Projects

2009/2012 Epigenetics of antigenic variation: defimew drug targets that make African
trypanosomes more susceptible to the host immwsmrse; Fundacao Calouste de Gulbenkian.
Coordinator: Luisa M Figueiredo. P-105333 (57 657 €

2010/2013 Chromatin and antigenic variation: THe o histone H1 in gene regulation in
African trypanosomes; Marie Curie InternationaliRegration Grant; Coordinator: Luisa M
Figueiredo. FP7-PEOPLE-RG-2009 “HistoneH1Tryp” (100 €)

2011/2014 Screening of chromatin factors involvedntigenic variation iffrypanosoma brucei
Fundacéo para a Ciéncia e Tecnologia; Coordinatosa M Figueiredo. PTDC/SAU-
MIC/113225/2009 (113 407 €)

2011/2014 The role of histone H1 in antigenic wwiaof African trypanosomes; Fundacao para
a Ciéncia e Tecnologia; Coordinator: Luisa M Figeed. PTDC/BIA-BCM/115864/2009 (189
828 €)

2011/2013 The role of chromatin in antigenic vaoiaof African Trypanosomes; EMBO
Installation Grant; Coordinator; Luisa M Figueiredoject No. 2151 (150 000 €)
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Other publications International
Luisa M Figueiredo and David Horn (book chapterently in edition)Trypanosoma brucei
subtelomeres: Monoallelic expression and antigeai@tion. Ed: Subtelomeres.
Invited Lectures and Seminars
Figueiredo LM. Histone H1 modulates antigenic vi@oiaof African Trypanosomes. University
of Regensburg. Regensburg, Germany. July 2011
Communications in International Conferences

Figueiredo LM. The role of chromatin in antigenariation of African Trypanosomes. Royal
Society Subtelomere meeting. Buckinghamshire, Exiiyldan 2011 (Oral presentation)

Figueiredo LM. Histone H1 modulates antigenic vidsiain African trypanosomes. EMBO
Young Investigator meeting. EMBL, Heidelberg, GenmaApril 2011 (Oral presentation)

Pena A, Ferreira AF, Figueiredo LM. Histone H1 colstvariant surface glycoprotein silencing
in African trypanosomes. Thé&EMBO meeting, Vienna, Austria. September 2011 {@os
presentation)
Communications in National Conferences
Figueiredo LM. The role of chromatin in antigenariation of African Trypanosomes.
Microbiotec11 meetingBraga. 1-3 December 2011. (oral presentation)
Organisation of Conferences

| am responsible for organizing the weekly institnal seminar series of IMM (Sept 2011 — July
2012).

Internationalization
International funding from EMBO and Marie Curie.
Collaborators: Christian Janzen (Germany), NinaaRasiliou and George Cross (New York,
USA), Joseph Takahashi (Dallas, USA), Vladimir Be(EMBL).

Advanced teaching

Figueiredo LM. Control of antigenic variation inifan trypanosomes. IGC PhD program,
Oeiras, Portugal. October 2011
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Figueiredo LM. African trypanosomes and epigenetitasters in Medical Parasitology, IHMT,
Lisboa, Portugal. May 2011

Figueiredo LM. African trypanosomes and epigenetitasters in Emerging Infectious Diseases,
FMUL, Lisboa, Portugal. March 2011

Figueiredo LM. African trypanosomes and epigenetitasters in Evolution and Development
Biology, FCUL, Lisboa, Portugal. March 2011

Figueiredo LM. The role of chromatin in antigenariation of African Trypanosomes. GABBA
PhD program. Porto, Portugal. January 2011
Science and Society

May 2011 Guest at “Pros e Contras”, TV show of RTP1

Master thesis completed

Ana Martins Ribeiro (2011) The role of chromatimdelling enzymes in antigenic variation of
Trypanosoma bruceFaculdade de Medicina da Universidade de LisBopervisor: Luisa
Figueiredo.
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Rheumatology Research Unit

Major interests / Objectives

The Rheumatology Research Unit (RRU) results fromagnership between the Instituto de
Medicina Molecular/Faculdade de Medicina da Unirde de Lisboa and the Rheumatology
Department of the Santa Maria Hospital. Basic sisenand clinicians closely work together to
promote translational research and clinical exoekein the field of Rheumatology.
Our specific research objectives are the studhefpathogenesis of inflammatory joint diseases
(Rheumatoid Arthritis (RA), Juvenile Idiopathic Aritis, Spondylarthritis (SpA) and Systemic
Lupus Erythematosus (SLE)) and bone disordersdpstesis) in order to characterize potential
tools for early diagnosis and prognosis and paétargets for novel therapies.

The long-term objective of the RRU is to achiegeognition as a European League Against
Rheumatism Centre of Excellence in Rheumatology.

Head of Unit
Jodo Eurico Fonseca, MD, PhD — Assistant ProfegighrHabilitation (“Agregacao”), Faculdade
de Medicina da Universidade de Lisboa (FMUL); Rhatotogist, Rheumatology Department,
Santa Maria Hospital (HSM); Lisbon, Portugal
Principal Investigator
Helena Canhdo, MD, PhD — Assistant Professor, Hadel de Medicina da Universidade de

Lisboa (FMUL); Rheumatologist, Rheumatology Depamiy Santa Maria Hospital (HSM);
Lisbon, Portugal

Research Team

Joaquim Perei, MD Assistant, FMUL and Training Fellowsli
Ana Rodrigues, MD Assistant, FMUL and Training Belship
Susana Capela, M Assistant, FMUL, Rheumatolog

Filipa Ramos, MD Assistant, FMUL, Rheumatologist
Elsa Sous, MD Assistant, FMUL, Rheumatolog

Jodo Dias, MD Training Fellowship

Cristina Pont, MD Training Fellowshi

Raquel Marque, MD Training Fellowshi

Saba Abdulghani, PhD Post Doc Fellowship, ECTS/8egrant
Marcio Navalho, MD, PhD student Radiologist in Hitspda Luz

Rita Moura, Phl PhD Fellowship, FC

Joana Caetal-Lopes, Phl PhD Fellowship, FC

Rita Cascéo, PhD stud: PhD Fellowship, FC

Luis Santos, PhD stude PhD Fellowship, FC

Ana Catarina Vale, PhD studs PhD Fellowship, FC
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Maria José Santos, MD, PhD student Rheumatolagidbspital Garcia de Orta

Ana Filipa Mouréo, MD, PhD student PhD FellowsH@T, assistant, FCML,
Rheumatologist in Hospital Egas Moniz

Inés Perpétuo, Pl studen PhD Fellowship, FC

Ana Lopes, MSc Lab Manager, IMM

Bruno Vidal Research grant, FCT

Diana Fernandes, M. Assistant Researcher, IV

JE Fonseca, H Canhdo, MJ Santos, Elsa Sousa, Aipa Fourdo, Joaquim Pereira, Ana
Rodrigues, Susana Capela, Jodo Dias, Filipa Ra@ristjna Ponte e Raquel Marques are full
time Rheumatologists (at least 35 hours of clinglvity per week).

JE Fonseca, H Canhao, Elsa Sousa, Ana Rodrigusan&Capela, Filipa Ramos are responsible
for all Rheumatology teaching in the medical cofeseund 4 hours per week)

JE Fonseca, H Canhao are supervising 3 post détsD%tudents and 2 rheumatology trainees.

Keywords/Research Areas

- Joint inflammatory diseases - pathogenesis, ealynosis, prognosis and pharmacogenetics

- Inflammatory cells and Inflammation

- Bone biology, structure and biomechanics

- Epidemiology of Rheumatic Diseases, Cohorts, 88gs and Databases. Recommendations
and Guidelines

Major scientific achievements

The main achievements of the Rheumatology Resédmithin 2011 were:

1- Describing the degradation of bone biomechamiogbperties in patients with arthritis.

2- Describing the gene expression pattern of thdy gzhase of fragility fractures and the
contribution of inflammation related genes for thislogic process.

3- Describing the cytokine network in very earlgumatoid arthritis.

4- Describing the B cell behavior in very earlyuh®toid arthritis.

5- Contribution of inflammasome activation for gatheumatoid arthritis.

6- Describing the differences in cardiovasculak bistween RA an SLE patients.

8- Coordination of the Portuguese national database registries of the Portuguese Society of
Rheumatology for rheumatic diseases treated witebhnology drugs.

9- Coordination of the Portuguese Rheumatology &b a part of the IMM biobank.

10- Participation in multinational clinical trialas national coordinators allowing refractory
patients to have access to the state of art irt¢hoiological therapies.

11- Establishment of a research network with thevatal Medical School based on the study of
genetic and biochemical markers of RA in the cantxa Senior Clinical Award (Helena
Canhao) of the Harvard Portugal Program.

12- Creation of a network of biologists, biomedieabineers and physicians, sharing a common
mission, goals and values, which allow the onggatiern of a highly interactive work that is
leading the translational research in the fiel®Rb&€umatology in Portugal.

13- Creation of IMM Rheumatology Series.
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Recent Most Relevant Publications

Visser K, Katchamart W, Loza E, Martinez-Lopez XBslliot C, Trudeau J, Bombardier C,
Carmona L, van der Heijde D, Bijlsma JW, Boumpas B@nhao H, Edwards CJ, Hamuryudan
V, Kvien TK, Leeb BF, Martin-Mola EM, Mielants H, tler-Ladner U, Murphy G, @stergaard
M, Pereira IA, Ramos-Remus C, Valentini G, ZochlihgDougados M. (2009) Multinational
evidence-based recommendations for the use of tneXabe in rheumatic disorders with a focus
on rheumatoid arthritis: integrating systematieritture research and expert opinion of a broad
international panel of rheumatologists in the 3idtive. Ann Rheum Dis68: 1086-93. (Journal
IF: 9.082 Citations: 73)

Fonseca JE, Santos MJ, Canhdo H, Choy E. (2008)ldokin-6 as a key player in systemic
inflammation and joint destructioAutoimmun RewB: 538-42. (Journal IF: 6.556, Citations: 60)

Fonseca JE, Carvalho T, Cruz M, Nero P, Sobral Muido AF, Cavaleiro J, Abreu I, Carmo
Fonseca M, Branco JC. (2005) Polymorphism at mosii308 of the tumor necrosis factor alpha
gene and rheumatoid arthritis pharmacogenetins. Rheum Dis64: 793-4. (Journal IF: 9.082,
Citations: 35)

Fonseca JE, Cortez-Dias N, Francisco A, Sobral 8ih@o H, Resende C, Casteldao W, Macieira
C, Sequeira G, Saraiva F, da Silva JA, Carmo-F@bkd/iana Queiroz M.(2005) Inflammatory
cell infiltrate and RANKL/OPG expression in rheumidt synovium: Comparison with other
inflammatory arthropathies and correlation with amme. Clin Exp RheumatoR3(2):185-92
(Journal IF: 2.358, Citations: 20)

Fonseca JE, Edwards JC, Blades S, Goulding NJ.2j200acrophage subpopulations in
rheumatoid synovium: reduced CD163 expression in 4€DT lymphocyte-rich
microenvironmentsArthritis Rheum46: 1210-6. (Journal IF: 8.435, Citations: 25)

Ongoing Research Projects

2009/ 011. Cardiovascular risk and inflammal- contribution to the etiopathogenesis
atherosclerosis and cardiovascular disease, FCFodEeca (ref. PIC/IC/82920/2007), 150.000€

2009/2011. Evaluation of bone quality and its iefato osteoporotic fracture risk, Associa¢édo
Portuguesa de Osteoporose, Merck Research GrantigiS®esearch Grant. Coordinator: H
Canhao, 40.000€

2009/2012. The role of B cells in early Rheumatdidthritis, Portuguese Society of
Rheumatology. Coordinator: JE Fonseca, no funding

2010/2012. Development of carbon monoxide releasimgiecules for the treatment of
rheumatoid arthritis (COMRA), European Union FPHT Paogram "Research for the benefit of
SMESs". Local Coordinator: JE Fonseca Call identifleP7-SME-2008-1. General Coordinator:
N Arantes-Oliveira. Proposal No: 230629, 400.000€

2010/2012. An assessment of bone mineral and argduaises in an osteoporosis mice model and
their influence on the mechanical properties ofebdBoordinator: Saba Abdulghani. European
Calcified Tissue Society /Servier Fellowship 2040,000€
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2010/2014. Response to anti-TNF treatment biomarkemRheumatoid Arthritis. Coordinator:
Canhéo H (ref. HMPS-ICS/SAU-ICT/002/2010), 398.000€

2009/2011.The role of inflammasome in the initiatend perpetuation of Rheumatoid Arthritis:
Contribution for new targeted therapies. Coordinai& Fonseca. Pfizer Research Grant. 21.000€

2006/2012 Research Projects involving National émtdrnational Databases and Registries.
Cooperation with Institutional Health Organizatio@®ordinator: JE Fonseca, no funding

2006/2012. National and International Guidelinestfee diagnosis and treatment of rheumatic
diseases, Portuguese Society of Rheumatology. @atbods: JE Fonseca, H Canhdo, MJ Santos,
no funding.

2011/2014 -Portuguese Epidemiologic Study of Rheigniziseases — EpiReumaPt. Coordinator:
H Canhao, no funding

2012/2014 Differences in osteoclastic activity bstw rheumatoid arthritis and ankylosing
spondylitis. Coordinator: JE Fonseca. Pending fugpdliom MSD, 30.000€

2011/2013 Clinical, serological and genetic preaictof evolution, outcome and response to
treatment in Portuguese patients with Juvenile piafibic Arthritis. Coordinator: JE Fonseca.
Pending funding from Abbott, 40.000€

2011/2012 Fabry disease investigation in Juverdiephthic Arthritis patients Funding from
Shire Pharmaceuticals Portugal. Coordinator: H @arth500€

2011/2012 Gaucher disease investigation in Juvédibgpathic Arthritis patients. Funding from
Shire Pharmaceuticals Portugal. Coordinator: H @ankRunding from Shire Pharmaceuticals
Portugal. 9.500€

2011/2013- Collaboration in “A National Genome Widesociation Study to Predict the
Response to Anti-TNF Treatment in Rheumatoid Atiiti Coordinator: H Canhao Funding
from Abbott Laboratories, 100.000€

Publications in peer review Journals

Machado P, Castrejon |, Katchamart W, Koevoets &jy& B, Schoels M, Silva-Fernandez L,
Thevissen K, Vercoutere W, Villeneuve E, Aletahadaymona L,Landewé R, van der Heijde D,
Bijlsma JW, Bykerk V, Canhao H, Catrina Al, DurezBlwards CJ, Mjaavatten MD, Leeb BF,
Losada B, Martin-Mola EM,Martinez-Osuna P, Montexu€, Muller-Ladner U, @stergaard M,
Sheane B, Xavier RM, Zochling J, Bombardier C (90Multinational evidence-based
recommendations on how to investigate and followsdndifferentiated peripheral inflammatory
arthritis: integrating systematic literature reshaand expert opinion of a broad international
panel of rheumatologists in the 3E Initiativenn Rheum Dis70(1):15-24 (Journal IF: 9.082,
Citations: 4)

Moura RA, Cascdo R, Perpétuo I, Canhdo H, Vieinas8oE, Mourdo AF, Rodrigues AM,
Polido-Pereira J, Queiroz MV, Roséario HS, Soutor@ap MM, Graca L, Fonseca JE (2011)
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Cytokine pattern in very early rheumatoid arthrifevours B-cell activation and survival.
RheumatologyOxford)50(2):278-82. (Journal IF: 4.171, Citations: 4)

Gossec L, Bijlsma JW, Bombardier C, Canhao H, Ded)iEdwards CJ, Hamuryudan V, Kvien
TK, Leeb BF, Martin-Mola EM, Mielants H, Muller-Laér U,Ostergaard M, Pereira IA, Ramos-
Remus C, Zochling J, Dougados M (2011) Disseminatiad evaluation of the 3E initiative
recommendations for use of methotrexate in rheunthsiorders: results of a study among 2233
rheumatologistsAnn Rheum Dig0 (2): 388-9. (Journal IF: 9.082, Citations: 0)

Caetano-Lopes J, Lopes A, Rodrigues A, FernandePdppétuo I, Monjardino T, Lucas R,

Monteiro J, Konttinen YT, Canh&do H, Fonseca JE 201pregulation of inflammatory genes

and downregulation of sclerostin gene expressierkay elements in the early phase of fragility
fracture healing. PL0S On&l1;6(2):e16947. (Journal IF: 4.411, Citations: 0)

Navalho M, Resende C, Rodrigues AM, Gaspar A, Femsk=, Canhdo H, Campos J (2012)
Dynamic contrast-enhanced 3-T magnetic resonanagiimmg: a method for quantifying disease
activity in early polyarthritisSkeletal Radiol41(1):51-9. Epub 2011 Feb 12. (Journal IF: 1.387,
Citations:0)

Pérez Alamino R, Maldonado Cocco JA, Citera G, Ay Vazquez-Mellado J, Sampaio-Barros
PD, Flores D, Burgos-Vargas R, Santos H, Chavezalas JE, Palleiro D, Gutierrez MA,

Vieira-Sousa E, Pimentel-Santos FM, Paira S, Berfyadoreno-Alvarez M, Collantes-Estevez
E; RESPONDIA Group (2011) Differential featuresviseén primary ankylosing spondylitis and
spondylitis associated with psoriasis and inflananabowel disease.

J Rheumatol201138(8):1656-60(Journal IF: 3.551, Citations: 0)

Pimentel-Santos FM, Ligeiro D, Matos M, Mourdo AFgsta J, Santos H, Barcelos A, Godinho
F, Pinto P, Cruz M, Fonseca JE, Guedes-Pinto HadaraC, Brown MA, Thomas GP (2011)
Whole blood transcriptional profiling in ankylosirsgpondylitis identifies novel candidate genes
that might contribute to the inflammatory and tesslestructive disease aspedsthritis Res
Ther.7;13(2):R57. (Journal IF: 4.357, Citations: 0)

van de Sande MG, Gerlag DM, Lodde BM, van Baarsén Alivernini S, Codullo V, Felea |,
Vieira-Sousa E, Fearon U, Reece R, Montecucco @leveJ,Pitzalis C, Emery P, Klareskog L,
Mclnnes IB, Tak PP (2011) Evaluating antirheumdtieatments using synovial biopsy: a
recommendation for standardisation to be usedimcal trials. Ann Rheum Dis0 423-427
(Journal IF: 9.082, Citations: 4)

Hasija R, Pistorio A, Ravelli A, Demirkaya E, Khutamdani R, Guseinova D, Malattia C,
Canhao H, Harel L, Foell D, Wouters C, De CuntdH@emer C,Kimura Y, Mangge H, Minetti

C, Nordal EB, Philippet P, Garozzo R, Martini A, ptuto N; Pediatric Rheumatology
International Trials Organization (PRINTO) (2011h€efapeutic approaches in the treatment of
juvenile dermatomyositis in patients with recenseindisease and in those experiencing disease
flare: an international multicenter PRINTO Studythritis Rheun63(10):3142-52. (Journal IF:
9.082, Citations: 0)

Hazlewood G, Aletaha D, Carmona L, Landewé RB, ¢anHeijde DM, Bijlsma JW, Bykerk

VP, Canhédo H, Catrina Al, Durez P, Edwards CJ, LBEWMjaavatten MD, Martinez-Osuna P,
Montecucco C, Ostergaard M, Serra-Bonett N, XaRigk, Zochling J, Machado P, Thevissen K,
Vercoutere W, Bombardier C (2011) Algorithm foeidification of undifferentiated peripheral
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inflammatory arthritis: a multinational collabomati through the 3e initiativel RheumatoB8
Suppl. 87:54-8. (Journal IF: 3.551, Citations: 1)

Santos MJ, Fernandes D, Capela S, Canas da Sik@ndeca JE (2011) Interleukin-6 promoter
polymorphism -174 G>C is associated with nephiiiidPortuguese Caucasian systemic lupus
erythematosus patienlin RheumatoB80:409-13. (Journal IF: 1.687, Citations: 3)

Santos MJ, Fernandes D, Caetano-Lopes J, Pergetiidal B, Canhao H, Fonseca JE. (2011)
Lymphotoxine 252 A>G polymorphism: a link between disease suifimiity and dyslipidemia
in rheumatoid arthritis?2 Rheumatol38(7):1244-9. (Journal IF: 3.551, Citations: 0)

Santos MJ, Carmona-Fernandes D, Caetano-Lopegpktee IP, Vidal B, Capela S, Canas da
Silva J, Fonseca JE (2011) TNF promoter -308 G>A BmA 252 A>G polymorphism in
Portuguese patients with Systemic Lupus Erythernaté&heumatol Int5 [Epub ahead of print]
(Journal IF: 1.431, Citations:0)

Santos MJ, Vinagre F, Canas da Silva J, Gil V, EcaslE (2011) Body composition phenotypes
in systemic lupus erythematosus and rheumatoiditistha comparative study of Caucasian
female patientClin Exp RheumatoR9(3):470-6. (Journal IF: 2.358, Citations: 0)

Polido-Pereira J, Vieira-Sousa E, Fonseca JE (2&tBumatoid arthritis: What is refractory
disease and how to manageAtroimmun RevL((11):707-13. (Journal IF: 6.556, Citations: 1)

Haraoui B, Smolen JS, Aletaha D, Breedveld FC, Baster G, Codreanu C, Da Silva JP, de Wit
M, Dougados M, Durez P, Emery P, Fonseca JE, QigofsGomez-Reino J, Graninger W,
Hamuryudan V, Jannaut Pefia MJ, Kalden J, KvienJd¢rindo |, Martin-Mola E, Montecucco
C, Santos Moreno P, Pavelka K,Poor G, Cardiel MtdniSlawska-Biernat E, Takeuchi T, van
der Heijde D; Treat to Target Taskforce. (2011) afirg Rheumatoid Arthritis to Target:
multinational recommendations assessment questien®an Rheum Dis70 (11): 1999 -2002.
(Journal IF: 9.082, Citations: 0)

Carmona-Fernandes D, Santos MJ, Perpétuo IP, FoidéecCanhao H (2011) Soluble receptor
activator of nuclear factor kappa B ligand/ostetggerin ratio is increased in systemic lupus
erythematosus patient&rthritis Res Ther25; 13(5): R175. (Journal IF: 4.357, Citations:0)

Pimentel-Santos FM, Mourédo AF, Ribeiro C, Cost8ahtos H, Barcelos A, Pinto P, Godinho F,
Cruz M, Vieira-Sousa E, Santos RA, Rabiais S, FElionseca JE, Guedes-Pinto H, Brown MA,
Branco JC; CORPOREA Study Group (2011) Spectrurantdylosing spondylitis in Portugal.
Development of BASDAI, BASFI, BASMI and mSASSS nmefece centile chartsClin
Rheumatol19. [Epub ahead of print] (Journal IF: 1.687, Citati)

Polido-Pereira J, Rodrigues AM, Canhédo H, SaraivdaFSilva JA, Fonseca JE (2011) Primary
biliary cirrhosis in a rheumatoid arthritis patidreaated with rituximab, a case-based review. Clin
Rheumatol. 26. [Epub ahead of print] (Journal IB8Z, Citations:0)

Cascédo R, Polido-Pereira J, Canhdo H, Rodrigues Wilalho M, Raquel H, Mourdo AF,
Resende C , Fonseca JE, Moita LF (2011) Caspasedctive since the early phase of
Rheumatoid ArthritisClin Exp Rheumatol201223. [Epub ahead of print] (Journal IF: 2.358,
Citations:0)

Pimentel-Santos FM, Ligeiro D, Matos M, Mourédo Ale, Sousa EV, Pinto P, Ribeiro A, Santos
H, Barcelos A, Godinho F, Cruz M, Fonseca JE, Gsdtiato H, Trindade H, Brown MA,
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Branco JC (2011) ANKH and Susceptibility to and &éty of Ankylosing Spondylitis.J
Rheumatoll5. [Epub ahead of print]. (Journal IF: 3.551, Citas: 0)

Pereira JP, Barroso C, Evangelista T, Fonseca @dEeir® da Silva JA (2011) Macrophagic
myofasciitis: a case report of autoimmune/inflanonasyndrome induced by adjuvants (ASIA).
Acta Reumatol Portl:75-76. (Journal IF: 0.451,Citations: 1)

Canhéo H, Faustino A, Martins F, Fonseca JE; oralb&@omissdo Coordenadora do Registo
Nacional de Doentes Reumaticos da Sociedade Pedagie Reumatologia: Sousa E, Pereira da
Silva JA, Santos MJ, Canas da Silva J, Melo Gome®Dadiarte C, Silva JA, Cunha-Miranda L,
Teixeira A, Casteldo W, Branco JC, Costa JA, ArabjoNo6voa T, Figueiredo G, Jesus H,
Quintal A, Cravo AR, Sequeira G, Pinto P, AndréBRrnardes M, Ventura F, Cunha |, Barcelos
A, Nero P, Cruz M (2011) Reuma.pt - the rheumaiseases portuguese registécta Reumatol
Por 1:45-56. (Journal IF: 0.451, Citations: 0)

Carvalho JF, Barros SM, Branco JC, Fonseca JE }2@Kla or Shoenfeld's syndrome:
highlighting different perspectives for diffuse ohic pain.Acta Reumatol Portl:10-12. (Journal
IF: 0.451, Citations: 0)

Nunes J, Marinho RT, Fonseca JE, Pereira da Siy&/dlosa J (2011) Prophylaxis of hepatitis
B reactivation with immunosuppressive therapy iauinatic diseases. Orientations for clinical
practice Acta Reumatol Por36 (2):110-118. (Journal IF: 0.451, Citations: 1)

Mourdo AF, Canhdo H, Moura RA, Cascao R, WeinmaniR&drigues A, Polido-Pereira J,
Resende C, Capela S, Pereira da Silva JA, FondecéQill) Markers of progression to
rheumatoid arthritis: discriminative value of theanACR/EULAR rheumatoid arthritis criteria in
a Portuguese population with early polyarthrid&ta Reumatol Por86:370-376 (Journal IF:

0.451, Citations: 0)

Branco JC, Canhdo H. (2011) Epidemiological studyrteeumatic diseases in Portugal —
EpiReumaPt. Acta.Reumatol Port. 36(3):203-4, (Jaluf 0.451, Citations: 0)

Canhao H (2011) Practical guides and clinical revemdations — why are they importaitéta
Reumatol Port36(2):99-100. (Journal IF: 0.451, Citations: 0)

Fonseca JE; Bernardes M; Canhéo H; Santos MJ; utMalcata A; Neto A; Cordeiro A,
Rodrigues A; Mourdo AF; Ribeiro AS; Cravo AR; Bda A; Cardoso A; Vilar A; Brafia A;
Faustino A; Silva C; Duarte C; Araujo D; Nour D;uSa E; Simfes E; Godinho F; Brandéo F;
Ventura F; Sequeira G; Figueiredo G; Cunha I; MatysBranco J; Ramos J; Costa JA; Gomes
JA; Pinto J; Silva JC; Silva JA; Patto JV; CostaMiranda LC; Inés L; Santos LM; Cruz M;
Salvador MJ; Ferreira MJ; Rial M; Queiroz MV; Bodds Arauljo P; Reis P; Abreu P; Machado
P; Pinto P; André R; Melo R; Garcés S; Cortes Simdl S; Ramiro S; Capela S (2011)
Portuguese guidelines for the use of biologicalnggyén rheumatoid arthritis — October 2011
update Acta Reumatol Po36:385-388 (Journal IF: 0.451, Citations: 0)

Mourdo AF; Fonseca JE; Canhao H; Santos MJ; BeonArdCordeiro A; Cravo AR; Ribeiro A;
Teixeira A; Barcelos A; Malcata A; Faustino A; DteacC; Ribeiro C; Nour D; Aradjo D; Sousa
E; Mariz E; Ramos F; Vinagre F; Ventura FS; Sequé&r, Santos H; Branco JC; Gomes JA;
Silva JA; Ramos J; Santo JE; Costa JA; Silva JAeRo JS; Inés L; Miranda L; Sampaio L;
Costa ML; Rodrigues M; Afonso MC; Cunha MI; Saawedvl); Queiroz MV; Couto M;
Bernardes M; Bogas M; Pinto P; Valente P; Coelhdliteu P; Cortes S; Pimenta S; Ramiro S;
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Figueira R; Novoa T (2011) Guia pratico de utilzage terapéuticas biotecnolégicas na artrite
reumatéide - actualizacdo de Dezembro 2@tia Reumatol Por36:389-395 (Journal IF: 0.451,
Citations: 0)

Other publications International

Sousa E, Fonseca JE, Mclnnes |, Treatment of Rheiomarthritis in EULAR Compendium on
Rheumatic Diseases 2011 (online course and bopiess)

Carmona- Fernandes D and Fonseca JE. IL-6 y antwiidade (Chapter 3) and IL-6 y Artritis
Reumatoide (Chapter 5) In: Interleucina 6 (IL-6) acteres inmunoldgicos en la artritis
reumatoide y tocilizumab, anticuerpo monoclonal anoimado dirigido contra el receptor de IL-6.
Published by ROCHE. México 2011.

Vaz MF, Canhdo H and Fonseca JE. Advances in Cdtepdsaterials - Analysis of Natural and
Man-Made Materials, ISBN 978-953-307-449-8. BoneCé@mposite Natural Material. Published
by InTech.
Other publications National
Canhéo H (2011) Current treatment of post-menopastaoporosisActa Obstet Ginecol Port
5(3):137-142
Invited Lectures and Seminars

Fonseca JE. Tuberculosis and Biologics. 31° Cielaa@hferéncias de Infecciologia do Hospital
de Santa Maria, Lisbon, Portugal, January 7, 2011

Fonseca JE. Cytokines,bone and biomechanics. 9tinkéena International Meeting “Pearls in
connective tissue diseases”, Porto, Portugal, dgrd6a29, 2011

Mourdo AF. Laboratério nas Artrites Juvenis. 1°$0uBPR de Reumatologia Pediatrica, Lisbon,
Portugal, January 23, 2011

Canhéo H. Clinical and genetic predictors of respoto anti-tnf treatment in patients with
rheumatoid arthritis. Longitudinal Clinical Resdai@eminar Serie, Tostesan Medical Education
Center, Harvard Medical School, Boston, USA, Fetyd®, 2011

Mourdo AF. DAPSA na Artrite Psoriatica. IV Forumsdgspondilartrartrites. Viseu, Portugal,
February 25-26, 2011

Sousa E. Doenca Psoriatica - Caso Clinico. IV Fodas Espondilartrites, Viseu, Portugal,
February 25-26,2011

Santos MJ. O efeito do LES sobre o 0sso: como prdee2° Simpdsio SPR Artrite e Osso,
Aveiro, Portugal, 31March-02April 2011

Fonseca JE. Serdo as terapéuticas utilizadas ear@asica da AR as melhores opg¢fes para tratar
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a fase muito inicial da doenca? 2° Simpdsio SPRitdre Osso, Aveiro, Portugal, 31March-
02April 2011

Canhéo H. Terd o FRAX um significado biologico?Stfhpoésio SPR Artrite e Osso, Aveiro,
Portugal, 31March-02April 2011

Sousa E. Novas possibilidades terapéuticas pair imireabsor¢cdo éssea. 2° Simpésio SPR
Artrite e Osso, Aveiro, Portugal, 31March-02Api@1A

Fonseca JE. Diagnostico de AR: a importancia deG@P. Reunido da Associacao Nacional de
Doentes com AR, Lisbon, Portugal, April 5, 2011

Santos MJ. Assessing atherosclerosis and risk ofmihosis in SLE: Adipokines and
inflammation, Porto, Portugal, April 7-9, 2011

Canhao H. Defining disease activity and identifynegponse to therapy from EMRs narrative
data. Autoimmune and Cardiovascular Disease Meehiegv Research Building, Harvard
Medical School, Boston, USA, April 8, 2011

Fonseca JE. Meet the professor: Rheumatoid astlrid lupus: Similarities and differences in
therapeutic management! Buropean Lupus Congress, Porto, Portugal, Apgil 2011

Fonseca JE. Serdo as terapéuticas utilizadas eacfésica das doencas autoimunes a melhor
opcao para a fase muito inicial da doenca? 2° @gsgrNacional de Auto-imunidade | XVII
Reunido Anual do NEDAI Almanil, Portugal, April 28, 2011

Mourdo AF. Aspectos Imunolégicos da Artrite Inici2® Congresso Nacional de Auto-imunidade
| XVII Reunido Anual do NEDAI Almanil, Portugal, Aip28-30, 2011

Sousa E. Seguranca dos tratamentos bioldgicos,Jdinadas dos Novos Centros de
Reumatologia, Caldas da Rainha, Portugal, Apr2@0]

Caetano Lopes. Biobank , Rheumatology Departmessi®@® Hospital de Santa Maria, Lisbon,
Portugal, May 3, 2011

Canhéo H. BioRePortAR. Rheumatoid Arthritis :Makiagd Meet, Lisbon, Portugal May 12,
2011

Mourdo AF. Integracdo dos “Consensus StatementRidoximab e documento CRI sobre
tocilizumab. Arthritis: Making and Meet, Lisbon, fugal, May 12, 2011

Sousa E. New Concepts in the design of clinicaldriRheumatoid Arthritis: Making and Meet,
Lisbon, Portugal, May 12, 2011

Fonseca JE. Estratégia de indexacdo de uma Redmtgresso Portugués de Gastroenterologia,
Estoril, Portugal, June 4, 2011

Moura RA. The role of B cells in the early phaseRifeumatoid Arthritis. Institut Pasteur,
Immunology Department, Molecular and Cellular Adlelogy Unit, Paris, France, June 7, 2011
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Moura RA. The role of B cells in the early phase Rlieumatoid Arthritis. Rheumatology
Department Session, Hospital de Santa Maria, LisBortugal, June 14, 2011

Canhao H. Disease Activity and Response to Anti-TIN€atment in Patients with Rheumatoid
Arthritis. Pharmacoepi/Quality. Harvard, USA, Jag, 2011

Mourdo AF. Doencas Reuméticas Periarticulares: Jéteadas de Reumatologia Pratica do
CHLO/FCML. Lisbon, Portugal, Septembre 22, 2011

Fonseca JE. Actuar sobre todos los parametros uwi=oh IX Congreso SIBOMM (Sociedad
Iberoamericana de Osteologia y Metabolismo Mingkdddrid, Spain Octobre 6-8, 2011

Fonseca JE. Fracture risk reduction in osteoparasisatter of bone quality and bone strength,
Satellite Symposium-IOF Regionals' Widdle-East & Africa Osteoporosis Meeting Dubai,
UAE, October 19-22, 2011

Fonseca JE. Intereccdo das terapéuticas biolégicasmomodeladoras com o sistema
imunolégico. Seminario Terapéutica Bioldgica Imumalmladora e Infeccdo. Porto, Portugal,
Octobre 14,2011

Canhdo H. Compreender para agir: como funciona sm720s<XIll Curso de Reumatologia
Hospitais da Universidade de Coimbra. Coimbra,B@ait October 13-14, 2011

Sabatina. Agora pergunto eu. Osteoporose. XXII €ude Reumatologia Hospitais da
Universidade de Coimbra. Coimbra, Portugal, Octdi3et4, 2011

Sousa E. Manifestac8es cutdneas das doencas reasnatill Forum Liga Portuguesa Contra as
Doencas Reumaticas, Lisbon, Portugal October 2111 20

Mourdo AF. Descontinuagdo de terapéutica anti-TRF dmentes com artrite reumatéide em
remissado “Rheumatology in Practice”. Funchal, Meadé?ortugal Octobre 22, 2011

Carmona-Fernandes D. Anti-ribosomal P protein Igé@antibodies in Portuguese SLE patients.
Rheumatology Department Session, Hospital de 94ata, Lisbon, Portugal, Octobre 25, 2011

Fonseca JE. Terapéuticas actuais e perspectivasopfaturo. Jornadas do aparelho locomotor.
Escola de Ciéncias da Saude da Universidade dodviBriaga, Portugal, Octobre 28-29, 2011

Communications in International Conferences

MouraRA, Canhdo H, Polido-Pereira J, Rodrigues AM, Nawall, Mourdo AF, Resende C,
Pereira da Silva JA, Graca L, Fonseca JE. BAFFTadl mRNA expression are increased in
very early Rheumatoid Arthritis patients.*3European Workshop for Rheumatology Research
(EWRR), Amesterdam, The Netherlands, March 368,1(Poster Presentation)

Fernandes D, MJ Santos, JE Fonseca. Antiriboson@iofin IgG autoantibodies are highly
specific for SLE and might be associated with diseactivity,31* European Workshop for
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Rheumatology Research (EWRR), Amesterdam, The Natfus, March 3-62011 (Poster
Presentation).

Cascéo R, Vidal B, Fonseca JE, Moita LF. Gambogid and Celastrol are two powerful anti-
inflammatory drugs in arthritis $1European Workshop for Rheumatology Research (EWRR)
Amesterdam, The Netherlands, March 2611 (Poster Presentation).

Moura RA*, CascaoR*, Perpétuo |, Canhdo H, Vieira-Sousa E, Mourdq RBdrigues AM,
Polido-Pereira J, Pereira da Silva JA, Rosario 8&jto-Carneiro MM, Graca L, Fonseca JE.
Spondyloarthritis and rheumatoid arthritis: Twdfeliént diseases, a similar cytokine network.
31" European Workshop for Rheumatology Research (EWRR)esterdam, The Netherlands,
March 3-6,2011*contributed equally. (Poster Presentation)

Fernandes D, Perpétuo IP, Vinagre F, Canhdo HpoSand, Fonseca JE. sSRANKL/OPG ratio is
increased in systemic lupus erythematosus patiéditsEuropean Lupus Congress, Porto,
Portugal, April 7-9, 2011 Porto (Poster presentgtio

Fernandes D, Santos MJ, Fonseca JE. Anti-ribosBnpaibtein IgG autoantibodies in Portuguese
SLE patients. 8 European Lupus Congress, Porto, Portugal, Ap@l, 2011 Porto (Poster
presentation)

Cordeiro |, Santos MJ, Canas da Silva J, Fonsec&il&/. Endothelial dysfunction in systemic
lupus erythematosus™ &uropean Lupus Congress, Porto, Portugal, Api] Z011 Porto (Poster
presentation)

De La Torre |, Moura RA, Leandro MJ, Edwards JCVambridge G. BAFF Binding Receptors
(BBR) related to relapse after Rituximab in patenwith Rheumatoid Arthritis (RA).
Rheumatology 2011 (British Congress of RheumatgloByighton, United Kingdom, April 12-
14, 2011(Poster Presentation)

Caetano-Lopes J, A Lopds RodriguesA, Fernandes D, Perpétuo I, Montelko Canhéd,
Fonseca J. Upregulation of Inflammatory genes amwehdegulation of sclerostin gene expression
are key elements in the early phase of fragiliacfure healing, "3 Joint Meeting of ECTS &
IBMS Athens, Greece, 7-11 Ma®011 (Poster Presentation).

Perpétuo |, Caetano-Lopes J, Polido-Pereira JjrBata Silva JA, Fonseca JE, Canhao H. Gene
Expression on osteoclast percursors from Rheumahdidritis patients. 8 Joint Meeting of
ECTS & IBMS Athens, Greece, 7-11 May, 2011 (PoBtesentation).

Cristino J, Canhao H, Perelman J, Santos C, Pel@ir&ost-utility analysis of denosumab vs.
standard care in the treatment of post-menopassabporosis in Portugal. International Society
for Pharmacoeconomics and Outcomes Reseaftdsual International Meeting, , Baltimore,

MD, USA, May 21-25, 2011 (Poster Presentation)
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Fernandes D, Perpétuo IP, Vinagre F, Canhdo HpSami, Fonseca JESRANKL/OPG ratio is
increased in systemic lupus erythematyosus patigfusopean League Against Rheumatism
(EULAR) Annual European Congress of Rheumatologyadon, United Kingdom, May 25-28,
2011(Poster Presentation)

Santos MJ, Cordeiro |, Canas da Silva J, Fonsec&lIE. The influence of rheumatoid arthritis
on endothelial function as assessed by periphetatyatonometry European League Against
Rheumatism (EULAR) Annual European Congress of Rfealogy, London, United Kingdom,
May 25-28, 201XPoster Presentation)

Santos MJ, Capela S, Vinagre F, Canhao H, CanaSildga J, Fonseca JE, Saldanha C
Hemorheological disturbances and its clinical datess among women with systemic lupus
erythematosus. European League Against RheumaithAR) Annual European Congress of
Rheumatology, London, United Kingdom, May 25-28]1 2(Poster Presentation)

Cascéo R, Polido-Pereira J, Canhao H, Rodrigues Radialho M, Mourdo AF, Resende, C
Fonseca JE, Moita LF. Caspase-1 is active sinceatg phase of Rheumatoid Arthritis
European League Against Rheumatism (EULAR) Annuabgean Congress of Rheumatology,
London, United Kingdom, May 25-28, 20{Roster Presentation)

31% European Workshop for Rheumatology Research (EWRR)esterdam, The Netherlands,
March 3-6,2011 (Poster presentation)

Moura RA, Canhdo H, Polido-Pereira J, Rodrigues AM, NawaM, Mourdo AF, Rosa CM,
Resende C, Campanilho-Marques R, Madruga Dias SildaJR, Bexiga M, Pereira da Silva JA,
Graca L, Fonseca JE. BAFF and TACI gene expressienincreased in untreated very early
Rheumatoid Arthritis patients.

European League Against Rheumatism (EULAR) Annuabgean Congress of Rheumatology,
London, United Kingdom, May 25-28, 2011 (PostersBreation)

ACR/ARHP Annual Scientific Meeting, Chicago, IL Newmber 4 — 9, 2011(Poster Presentation).

Dias JM, Costa MM, Saraiva F,, da Silva JPJ Mussikdetal Ultrasound in paediatric
rheumatology: experience of one University Hospifadth Pediatric Rheumatology European
Society (PReS) Congress Bruges, Belgium, Septetdb&B, 2011(Poster Presentation)

Campanilho-Marques R, Mourdo AF, Melo Gomes S, EcadE, Canhao H, Macieira C, Ramos
F, Pereira da Silva JA. Off-label use of biologiGents in the management of uveitis:
experience from a Pediatric Rheumatology centreh IBediatric Rheumatology European
Congress, Bruges, September 14-18, 2011 (PostesrRation)

Dias JM, Costa MM, Romeu J,de Almeida LS, Filipe d® Silva JP A case of
pachydermodactyly in a 16 year-old male. 18th RedicRheumatology European Society
(PReS) Congress Bruges, Belgium, September 14e18,(Poster Presentation)

Rodrigues A, Caetano-Lopes J, Lopes A Vale AC,AleixPerpétuo |, Pena AS, Faustino A,
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Sepriano A, Polido-Pereira J, Vieira-Sousa E, Rod@uAmaral PM, Rosa LG, Pereira da Silva
JA, Monteiro J, Vaz MF, Fonseca JE, Canhdo H. Ayogiiotein E and undercaboxylated
osteocalcin are associated with bone fragility fit with bone mineral density in osteoarthritis
patients. 6th European Workshop on Immune-Medidwfdmmatory Diseases. Nice, France,
November 23-25, 2011. (Poster Presentation).

ACR/ARHP Annual Scientific Meeting, Chicago, IL Newmber 4 — 9, 2011(Poster Presentation).

Caetano-Lopes J, Rodrigues A, Lopes A, Vale ACtsiiefer MA, Vidal B, Perpétuo I,
Monjardino T, Monteiro J, Konttinen YT, Vaz MF, Naan A, Canhdo H, Fonseca JE.
Rheumatoid Arthritis Bone Fragility Is Associatedttwincreased Dickkopf-1 Expression and
Disturbances in the Bone Turnover Regulating genes.

6th European Workshop on Immune-Mediated InflamnyaBRiseases. Nice, France, November
23-25, 2011. (Poster Presentation).

ACR/ARHP Annual Scientific Meeting, Chicago, IL Newmber 4 — 9, 2011(Poster Presentation).

Chatzidionysiou K, Lie E Evgeny L, Nasonov E, LukirG, Merete L. Hetland ML, Tarp
U, Ancutal, Pavelka K, Nordstrom DC, Gabay C, Cankia Tomsic M van Riel PL, Gomez-
Reino J, Kvien TK, van Vollenhoven RF. Seropodijivand Response to RTX: Data From the
CERERRA Collaboration. ACR/ARHP Annual Scientificeleting, Chicago, IL November 4 — 9,
2011 (Oral Presentation).

Chatzidionysiou K, Lie E Evgeny L, Nasonov E, LukirG, Merete L. Hetland ML, Tarp
U, Ancutal, Pavelka K, Nordstrom DC, Gabay C, Cankia Tomsic M van Riel PL, Gomez-
Reino J, Kvien TK, van Vollenhoven RF. Efficacy Different Doses of Rituximab for the
Treatment of RA: Data From the CERERRA CollaboratidCR/ARHP Annual Scientific
Meeting, Chicago, IL November 4 — 9, 2011 (Oraldseraation).

Ramiro S, Machado P, Roque R, Santos H, Perelraidoto D, Duarte C, Marques A, Pimentel-
Santos F,Silva C, Teixeira F, Marques A, AraljoBFanco JC, Pereira da Silva JA, Costa J,
Pereira Silva JA, Miranda L, Canas da Silva J, HaarH, Van Tubergen AM, Desire’e van der
Heijde Landewe R, Santos MJ. Performance of thkylsing Spondylitis Disease Activity
Score (ASDAS) in Patients Under Biological Therapie Daily Practice—Results From the
Portuguese Register Reuma.Pt ACR/ARHP Annual SfieMeeting, Chicago, IL November 4
—9, 2011 (Poster Presentation)

Lie E, Chatzidionysiou K, Nasonov E, Lukina G, PaaeK, Nordstrom DC Tomsic M, Hetland
ML, Gabay C, Ancuta |, van Riel PL, , Gomez-Reind-dnseca JE, Trap U, van Vollenhoven
RF, Kvien TK. Early Versus Delayed RetreatmenthvRituximab (RTX) in Relation to Long
Term Clinical Response — Data From the CERERRA dboltation ACR/ARHP Annual
Scientific Meeting, Chicago, IL November 4 — 9, 2(Roster Presentation)

Lie E, Chatzidionysiou K, Nasonok, LukinaG, Pavelk&, Nordstrom DC, TomsiM, Gabay
C, Ancutd, Piet LC van Riel, Juan J. Gomez-Reino JJ, Fandég Hetland ML, Tarp, Kvien
TK and Ronald F. van Vollenhoven. CharacterizatihLong-Term Responders to First
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Treatment Course of Rituximab (RTX) — Results Frahe CERERRA Collaboration.
ACR/ARHP Annual Scientific Meeting, Chicago, IL Newmber 4 — 9, 2011(Poster Presentation)

Moura RA, De la Torre |, Leandro MJ, Edwards JCW4nBridgeG. 9G4 expression on

antibodies to citrullinated residues in patientshwaarly inflammatory arthritis and established
rheumatoid arthritis. ACR/ARHP Annual Scientific Bteng, Chicago, IL November 4 — 9,

2011(Poster Presentation).

Pimentel-Santos FM, Mourédo AF, Ribeiro C, Cost&antos H, Barcelos A, Sousa E, Pinto P,
Godinho F, Cruz M, Santos RA, Sequeria G, Rabiaisélix J, Fonseca JE, Guedes-Pinto H,
Branco JC. Clinical and Radiological Manifestatiom$ Ankylosing Spondylitis:Gender
Differences. ACR/ARHP Annual Scientific Meeting, i€go, IL November 4 — 9, 2011(Poster
Presentation)

Canhdo H. Predictors of response and anti-TNF dagraparative efficacyfth European
Workshop on Immune-Mediated Inflammatory Diseadéise, France, November 23-25, 2011.
(Poster Presentation).

Cascéo R, Vidal B, Raquel H, Gupta V, Fonseca JaiteM_F. Drugs that simultaneously down-
regulate IL-1 and TNF secretion significantly reduoflammation in a rat model of antigen-
induced arthritis6th European Workshop on Immune-Mediated Inflammyafdiseases. Nice,
France, November 23-25, 2011. (Poster Presentation)

Dias JM, Costa MM, Pereira da Silva J, Viana deif@aeVl. Syndrome de Parry-Romberg chez
un enfant de 11 ans avec manifestations neurolegigans altérations cérébrales a l'imagerie, 24
Congrés Francais de Rhumatologie, Paris, Decenib&4 12011 (Poster Presentation)

Dias JM, Miltenberger-Milteny G, Rodrigues A, JaoeA, Costa M.M, Gaido L, Fonseca, JE,
Pereira da Silva J. Pachydermopériostose avedtaréxubérante, sans mutation du géne HPGD
24 Congres Francais de Rhumatologie, Paris, Deaetibg4, 2011 (Poster Presentation)

Communications in National Conferences

Cascéo R, Vidal B, Fonseca JE, Moita LF. Gambogid and Celastrol are two powerful anti-
inflammatory drugs in arthritis2® Simpoésio SPR Artrite e Osso, Aveiro, Portugdlivarch-
02April 2011 (Oral Presentation)

Dias JM, Costa MM, Saraiva F, Pereira da Silva dgeafia musculo-esquelética em
Reumatologia Pediatrica: experiéncia de um cetcSimpdsio SPR Artrite e Osso, Aveiro,
Portugal, 31March-02April 2011 (Oral Presentation)

Moura RA, Canhdo H, Polido-Pereira J, Rodigues AMyalho M, Mourdo AF, Rosa CM,
Resende C, Campanilho-Marques R, Dias JM, Ribeir8itva J, Bexiga M, Pereira da Silva JA,
Fonseca JE. BAFF and TACI gene expression aredsetkin untreated very early rheumatoid
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arthritis patients. 2° Simposio SPR Artrite e OsAweiro, Portugal, 31March-02April 2011
(Poster Presentation)

Moura RA*, CascéoR*, Perpétuo |, Canhdo H, Vieira-Sousa E, Mouraq RBdrigues AM,
Polido-Pereira J, Pereira da Silva JA, Roséario 8&jto-Carneiro MM, Graca L, Fonseca JE.
Spondyloarthritis and rheumatoid arthritis: Twdfeliént diseases, a similar cytokine network. 2°
Simposio da Sociedade Portuguesa de Reumatologiite/e Osso, Aveiro, Portugal, 31March-
02April 2011 (Poster Presentation) *contributedadiyu

Cascéo R, Polido-Pereira J, Canhdo H, Rodrigues Mdwalho M, Mourdo AF, Resende, C
Fonseca JE, Moita LF. Caspase-1 is active sinces#tily phase of Rheumatoid Arthrit®®
Simpésio SPR Artrite e Osso, Aveiro, Portugal, 3ideD2April 2011 (Poster Presentation)

Mourdo AF, Canhao H, Moura RA, , Weinmann P, RattgjAM, Resende C, Capela S, Pereira
da Silva JA, Queiroz MV, Fonseca JE. Markers ofgpgesion to Rheumatoid Arthritis and the
discriminative value of the new ACR/EULAR class#ion criteria for Rheumatoid Arthritis in
an untreated polyarthritis cohort with less thawdieks of disease duration. 2° Simpdésio SPR
Artrite e Osso, Aveiro, Portugal, 31March-02Apiil1A (Poster Presentation)

Ponte C, Marques R, Rodrigues AM, Romeu JC, Pedar&ilva JE. As principais causas da
Osteoporose masculina nos doentes seguidos emlteodsltReumatologia no Hospital de Santa
Maria, Lisboa. 2° Simposio SPR Artrite e Osso, AwePortugal, 31March-02April 2011 (Poster
Presentation)

Polido-Pereira J, Rodrigues AM, Geraldes R, HemsgV, Zagalho A, Canhdo H, Rosa CM,
Pereira da Silva JA, Fonseca JE. Neuro- Behget ¢king acute meningitis: Differencial
Diagnosis. 2° Simpdésio SPR Artrite e Osso, Avelortugal, 31March-02April 2011 (Poster
Presentation)

Santos L, Fernandes PR, Fonseca JE, Rodrigues Held@io computacional do processo de
mineralizacdo 6ssea e da actividade de BMUS ndagéal da distribuicdo de Densidades de
Mineralizacdo Ossea (BMDD). 2° Simpdsio SPR Artgtédsso, Aveiro, Portugal, 31March-
02April 2011 (Poster Presentation)

Pimentel-Santos FM, Mourdo AF, Ribeiro C, Cost&antos H, Barcelos A, Sousa E, Pinto P,
Godinho F, Cruz M, Santos RA, Sequeria G, Rabiaisélix J, Fonseca JE, Guedes-Pinto H,
Branco JC. Manifestacdes clinicas e radiolégicagspondilite anquilosante numa populacdo
portuguesa: A influéncia do sexo. 2° Simpésio SRRit& e Osso, Aveiro, Portugal, 31March-
02April 2011 (Poster Presentation)

Polido-Pereira J, Madruga JD, Costa M, FonsecaP#teira da Silva JA. ANCA vasculitis
induced by propylthiouracil, a disease with hetermpus presentations: Report of 2 cases. 2°
Simpdsio SPR Artrite e Osso, Aveiro, Portugal, 3dd¥ie02April 2011 (Poster Presentation)

Perpétuo |, Caetano-Lopes J, Polido-Pereira JjrBata Silva JA, Fonseca JE, Canhao H. Gene
Expression on osteoclast percursors from Rheumatdititis patients. 2° Simpdsio SPR Artrite
e Osso, Aveiro, Portugal, 31March-02April 2011 tBofresentation)
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Fernandes D, Perpétuo IP, Vinagre F , Canhdo HitoSaMJ , Fonseca JE. Serum evaluation of
SRANKL/OPG ratio does not reflect increased bongs lon rheumatoid arthritis patients. 2°
Simpésio SPR Artrite e Osso, Aveiro, Portugal, 3ideD2April 2011 (Poster Presentation)

Dias JM, Costa MM, Pinto L, Marques A, Graca L, d?ex da Silva J. Fractura de stress do 3°
metatarso durante a gravidez, 2° Simpésio SPRtér&i Osso, Aveiro, Portugal, 31March-
02April 2011 (Poster Presentation)

Dias JM, Costa MM; Pereira da Silva J. Relembrdraatura de insuficiéncia como causa
importante de incapacidade na Artrite Reumatdidéodga duracéo, 2° Simpdésio SPR Artrite e
Osso, Aveiro, Portugal, 31March-02April 2011 (Po$fleesentation)

Dias JM, Costa MM, Marques A, Pinto L, Conceica&iaca L, Pereira da Silva J. Miastenia
Gravis Ocular em gravida com LuUpus Eritematosoé8iito, 2° Simposio SPR Artrite e Osso,
Aveiro, Portugal, 31March-02April 2011 (Poster Rrgation)

Dias JM, Costa MM; Pereira da Silva J. Sinovitenddular pigmentada circunscrita do ombro,
2° Simpésio SPR Artrite e Osso, Aveiro, PortugaMarch-02April 2011 (Poster Presentation)

Dias JM, Miltenberger-Miltenyi G, Rodrigues A, JaoneA, Costa M, Gaido L, Fonseca JE,
Pereira da Silva J. Paquidermoperiostose comeadxitiberante, sem muta¢des no gene HPGD.
2° Simpésio SPR Artrite e Osso, Aveiro, PortugaMarch-02April 2011 (Poster Presentation)

Polido-Pereira J, Rodrigues AM, Borges R, Saavedia Marques A, Catita C, Canhédo H,
Pereira da Silva JA, Fonseca JE. Aplicacdo da BiolREA na avaliacao de eficacia dos agentes
anti-TNF no Hospital de Santa Maria 2° Simposio SRitite e Osso, Aveiro, Portugal,
31March-02April 2011 (Poster Presentation)

Polido-Pereira J, Pereira da Silva JA, Fonseca Herdphagic myofasciitis presenting as
fibromyalgia. 2° Simpdsio SPR Artrite e Osso, AweiPortugal, 31March-02April 2011 (Poster
Presentation)

Moura RA, Cascdo R, Perpétuo I, Canhdo H, Vieinas8oE, Mourdo AF, Rodrigues AM,
Polido-Pereira J, Queiroz MV, Rosario HS, Soutoréap MM, Graca L, Fonseca JE.
Spondyloarthritis and Rheumatoid Arthritis: Diffateclinical manifestations similar cytokine
network. 2° Simpdsio SPR Artrite e Osso, Aveiro, PortugdlMarch-02April 2011 (Poster
Presentation)

Organisation of Conferences

Fonseca JE. Organized and chaired the meeting rBpd&Sio SPR Artrite e Osso, Aveiro,
Portugal, 31March-02April 2011

Santos MJ. Organized and chaired the meetihguBopean Lupus Congress, Porto, Portugal, 7-9
April, 2011

Fonseca JE and RRU Organized and chaired the rgeRtieumatoid Arthritis: Making and
Meet, Lisbon, Portugal 12 May, 2011
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Fonseca JE Chaired the session in New FrontieBiofogical Therapy. Instituto Medicina
Molecular, Lisbon, Portugal November 26, 2011

Fonseca JE. Chairman in lecture Towards PreventibrAtherosclerosis Progression in
Rheumatoid Arthritis: Insights into the Relationsitietween Inflammation and Cardiovascular
Disease. ACR/ARHP Annual Scientific Meeting, Chicall. November 4 — 9, 2011

Fonseca JE. Co Chair in Lecture BioRePortAR and RIHRA Rheumatoid Arthritis: Making
and Meet, Lisbon, Portugal, May 12 , 2011

Fonseca JE chairman in “Rheumatology in Practi€eihchal, Madeira, Portugal Octobre 22,
2011

Fonseca JE and RRU. Created and organized “IMM Rh&logy Series”, every month in
Instituto de Medicina Molecular, Lisbon, Portuga2011

Sousa E. Organized “ 1° Curso de Formacao parargeifi®s em Espondilartrites”, Fatima,
Portugal, November 12, 2011

Fonseca JE created IMM Rheumatology Series. Moditliyires on translational research in the
field of rheumatology

Internationalization

Internationalization is considered by RRU one intgat strategic pathway. Over the last years,
international collaborations have been set andngthened, allowing the development of
networking, collaborative projects and publications

- Joint inflammatory diseases - pathogenesis, ekalynosis, prognosis and pharmacogenetics (in
collaboration with Broad Institute and Brigham Wamelospital, Harvard Medical School
(Robert Plenge); Laboratorio de Investigacion andeuRnatology Unit, Hospital Clinico
Universitario de Santiago, Santiago de Composfatéohio Gonzalez);

- Inflammatory cells and Inflammation (in collabtiom with University College of London (J
Edwards, M Leandro, G Cambridge); Amsterdam AcadeMedical Centre (PP Tak and
Dominique Baeten); University of Helsinki (YT Koimten Mari and Ainola))

- Bone biology, structure and biomechanics (inatmration with University of Helsinki (YT
Konttinen and Matri Ainola) and CAOS, BIMDC, Harvavtkdical School (Ara Nazarian)).

- Epidemiology of Rheumatic Diseases, Cohorts, 88gs and Databases. Recommendations
and Guidelines (in collaboration with Brigham Wometospital, Harvard Medical School
(Daniel Solomon and Elizabeth Karlson)).

Prizes, honours and awards

Classification as one of the most interesting pesfgesented at EULAR 2011. EMEUNET
Newsletter (EMEUNEWS, Issue 1, Year 2, May 2011)ukédrA, Canhao H, Polido-Pereira J,
Rodrigues AM, Navalho M, Mourdo AF, Rosa CM, Reserd, Campanilho-Marques R,
Madruga Dias J, da Silva JR, Bexiga M, Pereira ilaa3A, Graca L, Fonseca JE. BAFF and
TACI gene expression are increased in untreatedeasty Rheumatoid Arthritis patients.
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Best Presenting Poster Award in 2° Simpdésio dagBacie Portuguesa de Reumatologia: Artrite
e Osso, Aveiro, Portugal, March Bpril2, 2011 Moura RA, Canhdo H, Polido-Pereira J,
Rodrigues AM, Navalho M, Mourdo AF, Rosa CM, Reserd, Campanilho-Marques R,
Madruga Dias J, da Silva JR, Bexiga M, Pereira il]aSA, Graca L, Fonseca JE. BAFF and
TACI mRNA expression are increased in very earlgithatoid Arthritis patients.

Best oral communication Award in 2° Simpdsio daiSdede Portuguesa de Reumatologia:
Artrite e Osso, Aveiro, Portugal, March3April2, 2011. SPOCK2 E EP300: Dois novos genes
envolvidos na neo-formacdo 6ssea da espondilitailasgnte? Pimenel-Santos FM, Matos M,
Ligeiro D, Mourédo AF, Ribeiro A, Santos H, BarcelasVieira-Sousa E, Fonseca JE, Guedes-
Pinto H, Brown MA, Thomas G, Branco JC

NEDAI/MSD Award on Autoimmunity Research was awatde April 2011 to Duarte J, Agua-
Doce A, Oliveira VG, Fonseca JE, Graca L for thejgut “Modulation of IL-17 and Foxp3
expression in the prevention of autoimmune arthiitimice”.

Bolsa de Investigacdo Sociedade Portuguesa de Raogia/ MSD 2011 was award to Sousa E,
Caetano Lopes J, Lopes A, Perpétuo |, Navalho Mirigoes AM, Capela S, Madruga Dias J,
Ponte C, Antunes J, Filipe P, Pereira da SilvaQanh&do H, Mcinnes |, Fonseca JE for the
project- “Linking biomechanics and the immune sgstén early Psoriatic Arthritis - a
translational approach”.

Industry contract research

2011-2012 - Collection of peripheral blood sampleand associated biological & clinical data
from RA patients, in order to develop a blood-basedyene expression signature able to
discriminate responders from non-responders to antiTNF therapy. Pending funding from
Tcland expression, 21600 euros

Rheumatoid arthritis causes considerable directscireatment, hospitalization, surgery) and
indirect costs (disruption of professional actiyitick leave). In 2006, in the classification o th
15 best selling bio drugs worldwide for all pattgits, 3 were for RA treatments occupying 1st,
4th and 12th place (etanercept, infliximab andiadahab respectively) representing 4.5, 3.8 and
2 billion dollars’ sales (10.5%, 9.1% and 4.8% ofat sales, almost 25% for this pathology
alone). Predicting non-response to a specific BNf~ treatment such as etanercept might
represent an advantage by reducing unnecessasy/retsting to the prescription of “ineffective”
treatment for patients or state or private healsuiance.

This study aims at collecting whole blood and asded biological & clinical data on a large
cohort of RA patients in order to develop a bloeddd gene expression signature able to
discriminate responders and non-responders toes@imti-TNF prior to initiation of therapy.

The collected samples associated with clinical biwdogical data will be stored at TcLand
Expression to be used for future research progrdrhis research could involve discovery,
development or pilot validation studies on generesgion biomarkers for rheumatoid arthritis.

Government/Organization contract research

Jaime Branco, Viviana Tavares, Eugenia Simdes, rdeléanhdo authored the “Norma da
Direcgéo Geral da Saude para Tratamento Farmacoldgi Osteoporose Pds-menopausica”
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Jaime Branco, José Antonio de Melo Gomes, Elisaldete Gomes, Helena Canhéo, Jodo
Eurico da Fonseca, Maria José Santos e Marta Guedted the “Norma da Direccao Geral da
Saude para Prescricdo de Agentes Biolégicos nasgasdreumaticas”

Jodo Eurico da Fonseca, Augusto Faustino, JaimecBraave made a critical appraisal of the
norma “Anti-inflamatorios n&o esterodides sistémieos adultos: orienta¢des para a utilizacdo de
inibidores da COX-2"

Advanced teaching

Fonseca JE. Imunologia Inata nas Doengas Reumadtivasis.

Canhd&o H. Auto-imunidade nas Doengas Reumaticaniiuv

| Curso Reumatologia Pediatrica para Internos derRéologia. Organizacdo SPR
Lisbon, Portugal, January 21-23, 2011

Fonseca JE, Canhdo H, Ramos Filipa, Sousa E, PBédeira J, Rodrigues A and Capela S are
responsible for all the Rheumatology teaching icuidade de Medicina da Universidade de
Lisboa

Mourdo AF. Aula Tedrica de Medicina | — Doencasméticas sistémicas. Disciplina do 4° ano
do Curso de Medicina, Faculdade de Ciéncias Médiaddniversidade Nova de Lisboa.Lisbon,
Portugal, April 6, 2011

Fonseca JE. Diagnostico imagioldgico das doencamatorias das articulacdes periféricas.
XVII Curso p6s graduado de actualizacdo da Escalpe$or de Tecnologias da Saude e
Faculdade de Ciéncias Médicas, Lishoa, Portugail 8p2011

Fonseca JE was a member of the faculty of XVI Calsdreciclagem do Centro de Estudos de
Reciclagem e de Investigagdo em Reumatologia dadBsie S&o Paulo, Brasil, April 14 -17,
2011

“O gue ha de novo na terapéutica da osteoartrés€bhiseca

“LesBes osteocartilaginosas e inflamassoma reud&itdE Fonseca

Fonseca JE coordinated the discussion of the epseticontest.

Canhdo H. Workshop: Introduction to Clinical ReskaHarvard Medical School Program
Faculdade de Ciéncias Médicas, Universidade Nouasiwa, May 14-15, 2011

Perpétuo |. Differences in osteoclastic activitywi@en rheumatoid arthritis and ankylosing
spondylitis. ECTS PhD Training Course, Ljubljanipv@nia September 1-4, 2011

Perpétuo |. Differences in osteoclastic activityween rheumatoid arthritis and ankylosing
spondylitis. V PhD Students Meeting IMM/CAML, Lishp Portugal, October 17-18, 2011
(Poster presentation)

Cascédo R. Celastrol: a potential new drug for RAPRD Students Meeting IMM/CAML,
Lisbon, Portugal, October 17-18, 2011 (Oral prestaon)

Moura RA chair the Oral Presentation Session IVirPhD Students Meeting IMM/CAML,
Lisbon, Portugal, October 17-18, 2011
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Perpétuo |. Differences in osteoclastic activitywi@en rheumatoid arthritis and ankylosing
spondylitis- a project overview, Pizza Seminar, INN\dvember, 2011(Oral presentation)

Canhdo H, Ducla Soares JL, Luz-Rodrigues H. “Cudso Terapeutica de Osteoporose”
Seminarios de Terapéutica para alunos 6° ano FNfdtuldade de Medicina de Lisboa, Lisboa,
Portugal, December 14, 2011

Saba Abdulghani Oliveira da Silva and Jodo Euriamseéca. Tutors in “Mini-Projecto”.
Disciplina de Introducdo a Engenharia Biomédicatituto Superio Técnico, Lisbon, Portugal,
2011

Fonseca JE. Participation in module Inflammatiod Emmune mediated inflammatory diseases.
“Inflammatory joint disease, Lecture to student’dafdournal Club, student presentations of
selected papers and discussion”.3rd Edition Progmanfor Advanced Medical Education,
Lisbon, Portugal, January 31 — March 4, 2011

Fonseca JE. Participation in module Preparing feseRrch. “Finding research funding from a
medical doctor’s perspective”. 3rd Edition Prograenfor Advanced Medical Education, Lisbon,
Portugal, February, 24 — 25, 2011

Science and Society

The Duchess of Cornwall, Camilla Parker-Bowles @hd Portuguese First Lady, Maria Cavaco
Silva, visited IMM and RRU in March 29, mediated AP OROS (National Association against
Osteoporosis).

This visit was referred in several TV channels,rm@als and magazines with CARAS, LUX,

Jornal Publico e Diario de Noticias.

Jodo Eurico Fonseca patrticipated, in March 201 \nprogram, Edicdo da Manha- SIC and
Bom dia Portugal- RTP-1 to talk about rheumatieadsse.

Jodo Eurico Fonseca participated, in April 2011,TW program, Sociedade Civil- RTP 2 to
discuss diagnostic the rheumatic diseases.

Joédo Eurico Fonseca and Helena Canh&o participated TV program, Servigo Saiude — RTP-1
,to talk about the burden of rheumatic diseases.

Helena Canhéo, Jodo Eurico Fonseca and Ana Filmadé participated, in 2011, in TSF- Radio
Program, to divulgate he scientific contents ofudad Medical School Portugal Program. They
have written texts about different diseases, sushosteoporosis, osteoarthritis, rheumatoid
arthritis and their early diagnosis. This informatiwvas published in Official TSF Facebook.

Jodo Eurico Fonseca validated different texts farvdrd Medical School Portugal Program - in
translational research and information.

Helena Canhéao participated, in October 2011, inpfagram, Sic Noticias -Edi¢cdo da Manha for
divulgation of the Project Reuma Census.
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Jodo Eurico Fonseca participated in November 2dlthe TV program, Sociedade Civil- RTP-2
to talk about rheumatic diseases.

Helena Canhao participated in November 2011, iW gfogram, Sic Noticias -Edi¢cdo da manha
to talk about osteoarthritis.

Rita Cascao and Jodo Eurico Fonseca representd&®Rtein Health Innovation & Technology
Transfer Showcase/ Workshop "Investigacdo de @maésl e transferéncia de tecnologia na area
da Saude", Universidade do Minho, Braga, PortugptéSnber 27,2011

Master and PhD thesis completed

Master Thesis

Nina Carvalho Fernandes (2011) Assessment and Mareyg of Cardiovascular Risk Factors in
Patients with Reumatoid Arthritis Mestrado Integragin Medicina Medicine, Faculdade de
Medicina de Lisboa. Supervisor: Maria José Santos

Vasco Neves Evangelista (2011) “Casuistica de éertaqa biotecnolégica em doentes com
Artrite Reumatdide seguidos em Centro de Reumatnl&givado” Mestrado Integrado em
Medicina Medicine, Faculdade de Medicina de List&pervisor: Helena Canhao

Sara Nunes Pires Nabais (2011) Analysis of a Systdmpus Erythematosus population
registered on BioGeral Mestrado Integrado em Madidledicine, Faculdade de Medicina de
Lisboa. Supervisor: Filipa Ramos

Sofia Costa Corado (2011) Rheumatoid Arthritis dpeutic approach and outcomes in a private
practice setting. Mestrado Integrado em Medicinali®lae, Faculdade de Medicina de Lisboa.
Supervisor: Joaquim Polido-Pereira

Nélia Martins da Cunha (2011) Are We UndertreatRigeumatoid Arthritis. Mestrado Integrado
em Medicina Medicine, Faculdade de Medicina dedasiSupervisor: Joaquim Polido-Pereira

Pedro Pereira Neves (2011) A case of Mycobacteanmm infection complicating log-term
Rheumatoid Arthritis treatment with infliximab. Mesdo Integrado em Medicina Medicine,
Faculdade de Medicina de Lisboa. Supervisor: Joadalido-Pereira

Carina Lopes Teixeira (2011) “Tuberculose Miliar &mente com Artrite Psoriatica” Mestrado
Integrado em Medicina Medicine, Faculdade de Medidle Lisboa. Supervisor: Maria Jodo
Saavedra

Gisela Sofia dos Santos Eugénio (2011) “ Segurdac@erapéutica Biotecnoldgica em doentes
com Espondilite Anquilosante: estudo prospectivatymués com base na BioReportEA”
Mestrado Integrado em Medicina Medicine, FaculdddeMedicina de Lisboa. Supervisor:
Joaquim Polido-Pereira

Vanessa da Silva Mourato Henriques (2011) A caskataf refractory Neuro-Behcet Mestrado
Integrado em Medicina Medicine, Faculdade de Medicile Lisboa. Supervisor: Joaquim
Polido-Pereira
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Rita Costal Ralha (2011) Spondyloarthritis a congoa of patients on conventional and anti-
TNF biologic therapies, Mestrado Integrado em MiedidVedicine, Faculdade de Medicina de
Lisboa. Supervisor: Elsa Sousa

Frederico Canas Ribeiro (2011) Computational Modglof Long Bone Fracture Healing.
Mestrado em Engenharia Biomédica, Instituto Supefiécnico e Faculdade de Medicina de
Lisboa. Co.Supervisor: JE Fonseca

Jennifer Santos Faustino (2011) Caracterizacaautdst e Mecéanica do Osso. Biomedical
Enginnering master thesis. Co.Supervisor JE Formed¢&aba Abdulghani

PhD Thesis

Joana Ribeiro Caetano Lopes (2011) Effect of inftetion on bone biological, structural and
mechanical behavior. Biomedical Sciences PhD Thdszuldade de Medicina de Lisboa.
Supervisors JE Fonseca and Y Konttinen

Rita Aguiar de Moura (2011) The role of B cellstle early of rheumatoid arthritis. Biomedical
Sciences PhD Thesis. Faculdade de Medicina de &ishapervisors JE Fonseca and Luis Graca
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Viral Pathogenesis Unit

Major interests / Objectives

The overall aim of the Viral Pathogenesis Unitagain an understanding of the basic molecular
mechanisms involved in the modulation of cellulamdtion by herpesviruses. Herpesviruses are a
major cause of disease worldwide and are amongsitbst successful human pathogens, with
specific viruses infecting more than 90% of theldisrpopulation. The main biological feature of
these viruses is their ability to persist and rigate in a primed immunocompetent host. The
control of herpesviruses infections thus represantsmportant clinical goal. To achieve this we
must first understand the basic mechanisms of piathogenesis. We use a laboratory animal
model of infection with murine gamma-herpesvirus@8HV-68), which establishes latent
infection in B-lymphocytes. The ability to genetlgamanipulate both the virus and the host
allows the dissection of the molecular mechanismslved in the virus/host interaction.

Head of Unit

Pedro Simas, PhD—Associate Professor, FMUL

Research Team

Marta Miranda, PhL Post Doc, IMN

Sofia Marques, PhD Post Doc, IMM

Lénia Rodrigues, Phl Post Doc Fellowship, FC
Marta Alenquer, PhD Post Doc Fellowship, FCT
Cristina Silvi PhD Fellowship, FC

Diana Fontinha PhD Fellowship, FCT
Sofia Cergueira PhD Fellowship, FCT

Keywords/Research Areas

Viral Pathogenesis

Recent Most Relevant Publications

Stevenson PG, Simas JP, Efstathiou S (2009) Immuowrol of mammalian gamma-
herpesviruses: lessons from murid herpesvitu$-&en Virol90 (Pt 10), 2317-30. (Journal IF:
3.260, Citations: 4)

Rodrigues L, Filipe J, Seldon MP, Fonseca L, Argatd, Soares MP, Simas JP (2009)
Termination of NF-kappaB activity through a gammalesvirus protein that assembles an EC5S
ubiquitin-ligase EMBO J1 28 (9), 1283-95. (Journal IF: 8.993, Citations: 8)

Milho R, Smith CM, Marques S, Alenquer M, May JSll&® L, Gaspar M, Efstathiou S, Simas
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JP, Stevenson PG (2009) In vivo imaging of muritpbsvirus-4 infection] Gen Virol90 (Pt 1),
21-32. (Journal IF: 3.241, Citations: 11)

Marques S, Alenquer M, Stevenson PG, Simas JP J20@&gle CD8+ T cell epitope sets the
long-term latent load of a murid herpesvirB&0S Pathog4 (10), e1000177. (Journal IF: 8.978 ,
Citations: 3)

Pires de Miranda M, Alenquer M, Marques S, Rodriglie Lopes F, Bustelo XR, Simas JP
(2008) The Gammaherpesvirus m2 protein manipuldbes Fyn/Vav pathway through a
multidocking mechanism of assembBL0S One3 (2):e1654. (Journal IF: 4.351, Citations: 8)

Ongoing Research Projects

2010/12, Gammaherpesvirus latent infection: immaogigkl synapse modulation, FCT, Principal
Investigator: Pedro Simas, PTDC/SAU-MI1/099314/200200 000

2011/13, Patogénese de gamma-herpesvirus: modwagdactores de transcri¢édo celulares NF-
kB e MYC, FCT, Principal Investigator: Pedro Sima$DC/SAU-MIC/110887/2009, € 200 000

2011/13, Pathogenesis of Kaposi's Sarcoma herpessiziANA, FCT, Coordinator: Pedro Simas
(HMSP-ICT/0021/2010), € 300 000 (€1 200 000)
Internationalization
Collaboration with Keneth Kay, Harvard Medical SohpUSA.
Collaboration with Hide Ploegh MIT, USA
Pedro Simas is Academic editor for PLoS-ONE
Master Thesis completed

Sofia Cerqueira, 2011, MSc, Faculdade de Ciéndimsyersidade de Lisboa, Supervised by
Pedro Simas
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Mycobacteria-Host Interactions Unit
External Unit

Major interests / Objectives

The ability of Koch’s bacilli (Mtb) to create tulmeiosis or a latent infection relay, in
part, on the powerful mechanisms it has evolvepamsitize host macrophages and dendritic
cells.Our major aim for the current period was to betigderstand the molecular mechanisms
by which 1) Mtb controls the acquisition of cathiegsand their inhibitors cystatins within
phagosomes, an important phenomenon for antigeseptation and inflammasome activation
2) Mtb PAMPS activates distinct inflammasomes 3ffitking host factors are involved in
Mtb uptake by macrophages, phagosome maturationeanogome secretion and finally 4)
micro RNAs controls actin dynamics during earlypstef Mtb phagocytosis.

Head of Unit

Elsa Anes, (PharmD. PhD), Associate Professor, FFUL

Research Team

Paulo Bettencourt PhD Fellowship, FCT

Nuno Baltazar Carn PhD Fellowship, FC”

David Pire: PhD Fellowship, FC’

Leonor Freire Sant Training Fellowship, FCT (left Nov 201
Joana Marqut Master studel

Joana Bogalhi Master studel

Pedro Timéteo Master student

Keywords/Research Areas

Innate immunity; Intracellular trafficking; Host-fheogen interactions; Tuberculosis

Major scientific achievements

1) We found that Mtb activates the over-expressiod down-regulation of a set of miRNAs
during macrophage phagocytosis and that some aoé/ed in controlling actin dynamics.

2) We studied the distribution of key cathepsinatl¢ cat L and cat S) inside human
macrophages and dendritic cells infected withiuberculosis complexit was found that the
enzymatic containment and function is distinct athbcells.

3) We evaluated the antimycobacterial effect ofrasts from medicinal plants from
Mozambique. Indeed chemical compounds prodrugsetrvith activity against PZA resistance
mycobacteria strains and species were charactdzg¢ent application submitted).

4) A Systematic Identification of NLR and CARD-doim@ontaining proteins involved in ILEL
response to Mtb was performed and CARD9 was comtnoseveral conditions (Keystone
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selected OC and Melinda Gates award).
5) We organized the Course Cellular Microbiologypast of the Master/PhD program at FFUL

Recent Most Relevant Publications

Mishra BB, Moura- Alves P, Sonawane A, Hacohen N, Griffiths Moita LF andAnes E.
(2010). Mycobacterium tuberculosiprotein ESAT-6 is a potent activator of the NLRESC
inflammasome. Cell Microbiol. 12(8):1046-63 (Jouria5,8; Citations 21)

Kuehnel M, Rybin V, Anand PAnes E and Gareth Griffiths. 2009. Lipids regulate P2X7
receptor-dependent actin assembly by phagosome&Diatranslocation and ATP synthesis in
the phagosome lumen. J Cell Scieti@2(Pt 4):499-504. (Journal IF 6,4; Citations 10)

Gutierrez, MG*Mishra, BB*, Jordao, ML, Elliot, E,Anes, Eand Griffiths, G. 2008. NF-kappa
B activation controls phago-lysosome fusion-medidé#ling of mycobacteria by macrophages.
J. Immunology 18(4): 2651-63 *joined first auth@dsurnal IF 6,1; Citations 18)

Jordao, L., Bleck, CKE., Mayorga, L., Griffiths, G, andnes, E 2008. On the killing of
mycobacteria by macrophages. Cell Microbiol 10629-48. (Journal IF 5,6; Citations 25)

Anes, E, Kuhnel, M.P., Bos, E., Moniz-Pereira, J., HabatmaA. & Griffiths, G. 2003. Selected
lipids activate phagosome actin assembly and ntadaraesulting in killing of pathogenic
mycobacteria. Nat Cell Biol; 5(9): 793-802. (Jourfa20,8; Citations 117)

Ongoing Research Projects

2009/2012 Interference oMycobacterium tuberculosisith the endocytic/ antigen presentation
pathways on macrophages and dendritic cells froaittne and immuno-compromised donors.
FCT Coordinator Elsa Anes (PIC/IC/82859/2007), €0G6.

2010/2013. Role oM. tuberculosisn microRNA controlling of actin assembly and othep-
inflammatory signals in infected macrophages. FChordinator Elsa Anes (PTDC/BIA-
BCM/102123/2008) €198.830, 00.

2010/2013. Dissecting the intracelllular trafffingi factors involved inM. tuberculosis
killing/survival within human macrophages using RiN®erference. FCT Coordinator Elsa Anes
(PTDC/SAU-MI1/098024/2008) €149.652,00

2010/2013. Enhancing the killing of intracellulaulitirdrug resistant tuberculosis (MDRTB) by
human macrophages: a new chemotherapeutic stratedight MDRTB. FCT. Coordinator
Miguel Viveiros (PTDC/SAU-FCF/102807/2008) €25 Q@ttal € 191.134,00)

2010/2013. A new life for old antimycobacterial gsu development of prodrugs of pyrazinoic
acid activated by mycobacterial esterases as atwayjrcumvent resistance to pyrazinamide.
FCT. Coordinator Luis Constantino (PTDC/SAU-FCF/AB0/2008) €25 000 (total
€192.882,00).
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Publications in peer review Journals

1. Luo X*., Pires D*., Ainsa J.A., Mulhovo S., Duarte Anes E.,Ferreira M.J.U.2011.
Antimycobacterial evaluation and preliminary phytemical investigation of selected medicinal
plants traditionally used in Mozambiqu&lournal of Ethnopharmacology, 137(1):114-120,
*Joined first authors.

2. Luo X*., Pires D*., Ainsa J.A., Mulhovo S., Duarte Anes E.,Ferreira M.J.U.2011.
Phytochemical characterization of antimycobactegalde extracts from medicinal plants
traditionally used in Mozambiqu®LANTA MEDICA, 77(12):1318*Joined first authors.

Other publications International

Elsa Anes. 2011. For host factors weddings and ahobacillus funeral: actin, lipids,
phagosome maturation and inflammasome activatidinderstanding Tuberculosis - Analyzing
the Origin of Mycobacterium tuberculosi®athogenicity/ Book 3" Pere-Joan Cardona (Eds)
Autonomous University of Barcelona, Pub: INTECH,I\3dSBN 978-953-307-942-4.

Invited Lectures and Seminars

1. Elsa Anes. 2011. Innate immunity mechanisms Hacterial infections. Modulo
Microbiologia e Saude do mestrado de Microbiolo¥dicada UL.

2. Elsa Anes 2011. Cellular assays for Phagolysesonmaturation.
Mestrado/doutoramento em Ciéncias Biofarmacéuttago 21.

3. Elsa Anes 2011. Cellular assays for Phagolysesoraturation. Mestrado Biologia
Molecular em Saude ICSS April 29.

4, Elsa Anes 2011. Innate Immunity in tuberculosiestrado Biologia Molecular em
Saulde ICSS April 30.

5. Elsa Anes. 2011. Endocytic Pathways: new avefwuredrug delivery and targeting.
Lessons from pathogens. Mestrado em Farmacotecrdagida: Farmacotecnia avancada lll.
April

6. Elsa Anes. 2011. Immunity to tuberculosis. Imog@, Integrated master in
Pharmaceutical Sciences FFUL

Communications in International Conferences

1. Bettencourt P, Marion S, Pires D, Santos L, Hardalake J, Benes V, Griffiths G and
Anes E. 2011. MicroRNA Reduces N-Wasp and Contréleagocytosis of
Mycobacterium tuberculosis. Tuberculosis: Immunglogell Biology and Novel
Vaccination Strategies (J3), Keystone Symposiauagnl5 — 20, Vancouver, British
Columbia, Canada (poster)

2. Moura-Alves, P., Mishra, BB , Kaufmann, SH , Moitaf. ,Anes, E. 2011. Systematic
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Identification of NLR and CARD-domain containingopeins involved in IL-1b response
to Mtb” 2 Tuberculosis: Immunology, Cell Biology @rNovel Vaccination Strategies
(J3), Keystone Symposia, January 15 - 20, VancquBeitish Columbia, Canada
(selected oral presentation)

3. Anes E.2011. Discovering, validating and exploitmagyvel host target-based treatments
for tuberculosis.Amsterdam. Amesterdam Meeting @wNombinatorial Medicine for
Tuberculosis: for a SME-targeted Collaborative €ctj July 19 (Invited Oral
communication)

4. Luo X*., Pires D*., Ainsa J.A., Mulhovo S., Duarte A, AneésFerreira M.J.U.2011.
Phytochemical characterization of antimycobactemiate extracts from medicinal plants
traditionally used in Mozambiqué&Joined first authors59th International Congress and
Annual Meeting of the Society-for-Medicinal-PlamteaNatural-Product-Research
Antalya, TURKEY,SEP 04-09, Soc Med Plant & Nat PRes

Communications in National Conferences

1. Anes E 2011Mycobacterium tuberculosiprotein ESAT-6 is a potent activator of the
NLRP3/ASC inflammasome Workshop Phage Biology angdbacteria June 21 Fac.
Pharmacy Univ. Of Lisbon.(CO)

2. Anes E. 2011Molecular mechanisms for immunomodulation and imamasistance in
Mycobacteriumspp infection . V Congresso da Sociedade Portaguks Ciéncias
Veterinarias, Oct 13-15, Vale de Santarém (Invi@edl communication)

Organisation of Conferences

Anes, E. Organized the FFUL/URIA/ Cell MicrobiologgminarMycobacterium tuberculosis
interactions with host cell©livier Neyrolles, Institute of Pharmacology & Structural Biology
(IPBS) CNRS, University of Toulouse France, Mar@éh 2011

Anes, E. Organized the FFUL/URIA/ Cell Microbiologgeminar “Bioinformatics and the
Biologist” Jonathon Blake Gene Core Facility, EMBL, HDMarch 22, 2011.

Anes, E. Organized the FFUL/URIA/ Cell Microbiologseminar “Microarray’s and Gene
expressionJonathon Blake Gene Core Facility, EMBL, HDMarch 22, 2011.

Anes, E. Organized the FFUL/URIA/ Cell Microbiologgeminar’Burkholderia cepacia
complex: a group of pathogens endowed with a widemge of virulence
determinantslorge Leitéo, Instituto Superior Técnico, March 25.

Anes, E. Organized the URIA/IMM seminalNéxt Generation Sequencing, from
Sequence Production towards Human Genetloniathon Blake Gene Core
Facility, EMBL, HD, March 24.

Carmo, N and Pires, D. organized the URIA seminankshop “Guava:Flow
Cytometry Introductory SeminarOscar Marin Merk Milipore Spain, June 22.
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Carmo, N and Pires, D. organized the URIA worksHdyow Cytometry”Marleen
Maras Field Application Specialist Life Sciences - Cytdme Merck Millipore Belgica,
December 13.

Internationalization

Collaborative Research:

Gareth Griffiths (Oslo University, Norway)

Olivier Neyrolles (CNRS, Toulouse , Fr)

Tina Bergant (Josef Stefan Inst, Ljubljana, Slov)

Maximiliano Gutierrez (Helmoholtz Centre for Infext Research, Braunschweig, Ger)
Michael Niederweis (Univ. Alabama at Birmingham,AJS

Prizes, honours and awards
Award to Moura-Alves, Mishra to participate on "Rubulosis: Immunology, Cell Biology and
Novel Vaccination Strategies (J3)", Keystone SyngoBill and Melinda Gates Foundation
Vancouver, British Columbia, Canad4, Jan 15-20.
Advanced teaching

Elsa Anes organized the Course Cellular Microbiglag part of the Master/PhD program on
Biopharmaceutical Sciences at FFUL .

Elsa Anes. 2011. Endocytic Pathways: new avenuedrfig delivery and targeting. Lessons from
pathogens. Mestrado em Farmacotecnia AvancadaaEatetnia avancada Ill. April

Elsa Anes. 2011. Innate immunity mechanisms fotdvat infections. Médulo Microbiologia e
Saulde do mestrado de Microbiologia Aplicada UL.

Elsa Anes 2011. Cellular assays for Phagolysosoraturation. Mestrado/doutoramento em
Ciéncias Biofarmacéuticas Marco 21.

Elsa Anes 2011. Cellular assays for Phagolysosoataration. Mestrado Biologia Molecular em
Saulde ICSS April 29.

Elsa Anes 2011. Innate Immunity in tuberculosissivido Biologia Molecular em Saude ICSS
April 30.

Elsa Anes 2011. Biologia Celular. Co-ordinatoretytated Master in Pharmaceutical Sciences
FFUL

Elsa Anes.2011. Immunity to tuberculosis. Imunologia, Integth Master in Pharmaceutical
Sciences FFUL
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Retroviruses Research Unit
External Unit

Major interests / Objectives

We are interested in identifying cellular protearsl pathways involved in the process of HIV-1
latency and restriction to infection that may résulthe discovery of strategies to eradicate the
virus. By manipulating the transcription of gerwemtrolling the HIV-1 life-cycle, specifically
using zinc-finger library screening we aim to answeestions related to the mechanism of
APOBEC3G expression/regulation and discovery of ld¥triction factors. To eradicate HIV-1
or inhibit viral infectivity we are developing stegjies based on the platform of small antibody
scaffolds and design of zinc-fingers that recogsizecific regions of HIV-1 sequence.

Head of Unit
Jodo Goncalves, PhD — Associate Professor, FaaultiaéFarmacia da Universidade de Lisboa.
Principal Investigators
Mariana Santa Marta, PhD

Paula Brito, PhD

Research Team

Mariana Santa-Marta, PhD Ciéncia 2009

Paula Brito, PhD Post Doc Fellowship, FCT
Cétia Cantant PhD Fellowship, FC

Soraia Oliveir; PhD Fellowship, FC

Acilino Freitas Vieiri PhD studer

Luis Ferreir: PhD Fellowship, FC’

Pedro Perdigdo PhD Fellowship, FCT
Ana CatarinéGodinho Santc PhD Fellowship, FC

Ana Catarina Cunha Santos PhD Fellowship, FCT

Keywords/Research Areas

HIV-1; latency; recombinant antibodies; zinc-fingiglentiviral vectors

Major scientific achievements

A) We identified novel restriction pathways deletesiotor HIV-1 replication in T
lymphocytes. This study brings new insights for ¢benplex interplay of HIV-1/host cell
and opens new possibilities for antiviral strategie
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B) We designed new synthetic small domain antibodies &re able to target gp4l and
gp120 that are capable to inhibit HIV-1 and HIVA2eiction. We have submitted a patent
that addresses HIV-1 fusion inhibition using badetederived peptides. In addition, to
address the issue of increasing the half-life oélsmntibody domains we submitted a
patent application concerning the invention of Boumin-binding domain to improve the
pharmacokinetic of therapeutic proteins.

C) We demonstrated the applicability of protein commatation assay to quantitatively
study the interaction between HIV-1 Vif and APOBR®teins.

Recent Most Relevant Publications

Cadima-Couto I, Saraiva N, Santos AC, GoncalvéH\-1 Vif interaction with APOBEC3
deaminases and its characterization by a new senagsay. J Neuroimmune Pharmacol. 2011
Jun;6(2):296-307Journal IF: 3.6).

Anal. S. Esteves, Marisa Nicolai, Madalena HumamesJoao Goncalves. Sulfated
Polysaccharides in Marine Sponges: Extraction Mighend Anti-HIV Activity. Mar. Drugs
2011, 9(1), 139-153; d0i:10.3390/md9010139 - phklisonline 24 January 2011. (Journal IF:
3.4).

Soraia S. Oliveira, Frederico Aires da Silva, Sararenco, Acilino Freitas-Vieira,

Ana Catarina Santos, Joao Goncalves. Assessingicatobal strategies to multimerize libraries
of single-domain antibodies. Biotechnology and AggbBiochemistry (2012) (Accpted for
publication).

Ongoing Research Projects

2008/2011. A Novel Lentiviral Target-Specific Sagy for Molecular and Gene Therapy. FCT
Coordinator: Joao Goncalves. PTDC/BIA-BCM/64275/&08125 000.

2008/2011. Screening the role of kinases/phospemtasearly stages of HIV-1 infection using
shRNA-encoded lentiviral librarie. PTDC/SAU-MII/688/2006. €142 000.

2008/2011. Genome-wide screening with librariesyrfthetic zinc-finger proteins capable to
modulate host gene expression: Application in HINAfection. PTDC/SAU-GMG/71599/2006.
€130 000.

2011/2013. Albumin binding-domain fusions to impegwotein pharmacokinetics. PTDC/SAU-
FAR/115846/2009. €130 000.

2011/2012. Nanotechnology against viral latencyisBe strategies to eliminate HIV-1 infected
cells. Bill and Melinda Gates Foundation. $100 000.

Publications in peer review Journals
Cadima-Couto I, Saraiva N, Santos AC, Goncalvet\-1 Vif interaction with APOBEC3

deaminases and its characterization by a new senagsay. J Neuroimmune Pharmacol. 2011
Jun;6(2):296-307Journal IF: 3.6).
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Ana |. S. Esteves, Marisa Nicolai, Madalena HumamesJoao Goncalves. Sulfated
Polysaccharides in Marine Sponges: Extraction Mighend Anti-HIV Activity. Mar. Drugs
2011, 9(1), 139-153; d0i:10.3390/md9010139 - phielisonline 24 January 2011. (Journal IF:
3.4).

Santos AC, Oliveira S, Goncalves J (2010) Synttetiall domain antibodies targeting HR1 on
gp41 are capable to inhibit both HIV-1 and HIV-2.080ne (In press).

Other publications International
Sofia Corte-Real, Frederico Aires da Silva, andJBancalves. Development of Antibody
Fragments for Therapeutic Applications. Peptidegdbiscovery and Development:
Translational Research in Academia and Industr§120ILEY-VCH Verlag GmbH & Co.
KGaA, Weinheim.

Invited Lectures and Seminars

Insights in HIV-2 interaction with the cell: Diffences and similarities to HIV-1. New York
University, March 25, 2011.

Research and Development of Biologics. Merck, NewkyMay 18, 2011.

Qualidade dos medicamentos biolégicos. Hospitaldrdaersidade de Coimbra. December 2,
2011.

Course of Biologic Medicines, APFH, Coimbra, May 14| 2011.

Molecular Biology of HIV, Ordem Farmacéuticos, FFWovember 18, 2011.

Communications in International Conferences

Goncalves, J. Intracellular immunity to HIV-1 byP@BEC3G. 2011 CSHL Meeting on
Retroviruses, Cold Spring Harbor Laboratory, Newky&JSA, May 18-23. (Oral Presentation)

Oliveira, S, Aires da Silva, F, Goncalves J. Acotegsombinatorial strategies to multimerize
libraries of single-domain antibodies. PEGS 2014ntbver, October 23-25.(Poster
presentation).

Fonseca, L, Martins, L, Aires da Silva, F, BaratBakbas Ill, C, Goncalves, J. Cell-specific
targeting using a Sindbis-pseudotyped lentivirateeexpressing anti-FITC single-chain
antibody. ESGCT meeting, Frankfurt (Poster presemp

Oliveira, S, Aires da Silva, F, Goncalves J. Thieptial use of combinatorial single-domain
antibodies. Antibody Engineering 2011, San DiegBAUDecember 4-9.
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Prizes and Awards
Grand Challenges from Bill and Melinda Gates Fotinda
Patents/prototypes

Albumin-binding Domain-fusions and use thereofrpiove protein pharmacokinetics. USPTO
61104594.

Methods and Compositions to Treat HIV Infectionsaldgacterial Protein. USPTO 987372643.

Master thesis completed

Pedro Perdigdo (2011)Efadication of HIV-1 latent infected cells with thpeutic
plasmids. Mestrado em Microbiologia e Genética Moleculdaculdade de Ciéncias da
Universidade de Lisboa. Supervisor: Jodo Gongalves
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Neurosciences

Programme Coordinator: Ana Sebastido and Mamede de Carvalho

Heads of Unit:

Tiago Fleming Outeiro, PhD

José Ferro, MD, PhD

Mamede de Carvalho, MD, PhD

Ana Sebastido, PhD

Principal Investigators:

Tiago Fleming Outeiro, Teresa Pais, Ana
Dulce Correia

José Ferro, Alexandre Castro Caldas,
Alexandre de Mendonga, Isabel Pavéao
Martins, José Pimentel, Cristina Sampaio,
Teresa Paiva, Sofia A. Oliveira, Patricia
Canhéao, Joaquim Ferreira

Mamede de Carvalho, Isabel Rocha

Ana Sebastido Joaquim Alexandre Ribeiro,
Alexandre de Mendonga, Luisa Lopes, Maria
Joseé Didgenes, Claudia Valente de Castro



Cell and Molecular Neuroscience Unit | 253

Cell and Molecular Neuroscience Unit

Description and Objectives

UNCM (Unidade de Neurociéncia Celular e Moleculags started in June 2007, with the goal of
understanding the molecular basis of disordermatily associated with protein misfolding and
aggregation, mostly those which affect the brainochs as Parkinson's, Huntington's, or
Alzheimer's disease. Because the molecular pathimagb/ed in protein homeostasis are highly
conserved, we employ a wide variety of model orgiasi from the simple but powerful budding
yeast to mammalian cell culture and mice.

Our ultimate goal is to develop novel therapeutipraaches for these and other related disorders.
We are working closely together with clinicians darder to accelerate drug discovery efforts,
translating basic research into clinical applicagithat will improve the lives of patients.

Head of Unit
Tiago Fleming Outeiro, Ph.D., Auxiliar ProfesseMUL (IMM Associate Investigator)
Principal Investigators
Teresa Pais, Ph.D., Staff Scientist

Ana Dulce Correia, Ph.D, Auxiliary Researcher, FMUL

Research Team

Sandra Tenreiro Postdoc, FCT

Rita Oliveire

Postdoc, FC

Federico Herrel

Postdoc, FC

Hugo Miranda

Postdoc, FCT

Zrinka Marjianovit

Postdoc, FCT (left in October 20:.

Leonor Fleming

Ph.D. Student, FCT

Susana Gongalv

Ph.D. Student, AXA Research Fi

Oldriska Marque

Ph.D. Student, FC

Patricia Guerreiro

Ph.D. Student, FCT

Elisa Bass

Ph.D. Student, Marie Curie I1

Sueli Marques

Ph.D. Student, PDBEB, FCT

Tomas Fonseca

Ph.D. Student, FCT

Andreia Peixoto

Technician

Dina Hernandez

Technician (left in September 2011)

Keywords/Research Areas

- Protein misfolding, oligomerization and aggregati
- Yeast models for Parkinson’s and Huntington'®dge
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- Neuroinflammation

- Modulators of protein aggregation and toxicity

- Microscopy-based methods for investigating thdemuaar nature of the toxic proteinaceous
species in Parkinson’s disease

Major scientific achievements

Describe the major achievements of the unit in 20l may use text or bulleted topics or both.
Major achievements should highlight scientific poéfions AND also include reference to
relevant activity such as, for example, patentd)telogy transfer, prizes, honours and awards,
public engagement, training and organization ofonaf and international conferences.

We are unraveling the molecular mechanisms undeylgeurodegeneration through the use of a
variety of model organisms and molecular approachibe first yeast model of Parkinson’s
disease was a major scientific achievement whichcerginue to build upon, while translating
our findings in mammalian systems.

We have developed powerful imaging tools to ingzgé the nature of the toxic species leading
to neuronal cell loss and dysfunction.

Recent Most Relevant Publications

Herrera F, Outeiro TRi-Synuclein modifies huntingtin aggregation in ligioells. FEBS Lett.
2012 Jan 2;586(1):7-12. (Journal IF: 3,601)

Nasstrom T, Gongalves S, Sahlin C, Nordstrom Eg@unti Sundquist V, Lannfelt L, Bergstrém
J,Outeiro TF, Ingelsson M. Antibodies against alpha-synucleiiuce oligomerization in living
cells. PLoS One. 2011;6(10):e27230. Epub 2011 OcfIdurnal IF: Times cited 1)

Outeiro TF, Putcha P, Tetzlaff JE, Spoelgen R, KékeCarvalho F, Hyman BT, McLean PJ.
Formation of toxic oligomeric alpha-synuclein sgsdn living cells. PLoS One. 2008 Apr
2;3(4):e1867. Erratum in: PL0oS One. 2008;3(5). (dallF:4,351, Times cited: 51)

Outeiro TF, Kontopoulos E, Altmann SM, Kufarev&trathearn KE, Amore AM, Volk CB,
Maxwell MM, Rochet JC, McLean PJ, Young AB, AbagynFeany MB, Hyman BT,
Kazantsev AG. Sirtuin 2 inhibitors rescue alphatsjein-mediated toxicity in models of
Parkinson's disease. Science. 2007 Jul 27;317(58%#9. (Journal IF:30,631, Times cited: 202)

Outeiro TF, Lindquist S. Yeast cells provide insigito alpha-synuclein biology and
pathobiology. Science. 2003 Dec 5;302(5651):1772¢urnal 1F:30,631, Times cited: 216)
Ongoing Research Projects

2011/2014identification of molecules to treat Parkinson”sd&ise (PD) using a novel zebrafish
model, European Union, programme Eurostars. c&Bb53-PARK, 200 530€ (total 1.357600€)
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2010/2013 Polyphenols as protective agents inleellnodels of alpha-synucleinopaties, in
particular Parkinson’s disease. Coordinator: RicavdS. Boavida Ferreird@ TDC/BIA-
BCM/111617/2009, € 52 280 (total € 180,068)

2011/2014 Molecular determinants of microglial eation and neuronal dysfunction in in vivo
models of Parkinson’s disease, FCT. Coordinatore3aFaria Pais. PTDC/SAU-
ORG/114083/2009, € 115,664

2008/2011. NEUROFOLD, Uncovering the Molecular Basf Neurodegenerative Disorders -
funded by Marie Curie Program, European Commisgi8months. €100,000.

2009/2011. PTDC/SAU-GMG/099655/2008, Slow and Radpidgression Parkinson’s Disease:
Molecular Determinants and Biomarkers. FCT, Pottugla Tiago Outeiro. 36 months. €195,000

2010-2012. PDS-UK. Deciphering the Molecular Rdi®4a-1 in the Etiology of Parkinson’s
Disease. Co-PI: Tiago Outeiro. €70,000.

2010/2013. MEFOPA, Mendelian forms of Parkinson&edse €226,800 (Total €5,759,478)
2010/2013 Neurasync, Co-Pl: Tiago Outeiro. €143 (0@dal €2,384,412)

2010/2012. PTDC/SAU-GMG/099655/2008, Renal tubulgsgenesis associated with ACE
misfolding: the molecular effects of the new ACE tation — Q1069R, PI: Tiago Outeiro.
€130,000.

2010/2012. PTDC/SAU-NEU/105215/2008. From phosplation to cleavage: switching on
alpha-synuclein aggregation and toxicity. Pl: Ti&ateiro. €160,000.

2010/2012. PTDC/SAU-NEU/101928/2008. Deciphering tmolecular mechanisms linking
alpha-synuclein dysfunction and cytotoxicity in Rason’s disease — the role of GDNF. Co-PlI:
Tiago Outeiro. €32,000 (Total €167,000).

Publications in Peer Review Journals

Kemppainen S, Rantamaki T, Jeréni®antos A, Lavasseur G, Autio H, Karpovab N,
Karkkainena E, Stavén S, Vicente Miranda H, Out@iFp Diégenes MJ, Laroched S, Davis S,
Sebastido AM, Castrén E, Tanila H (2011) ImpairedBTreceptor signaling contributes to
memory impairment in APP/PS1 mice, Neurobiologagéing, 2011, in press.

Vicente Miranda H, Ribeiro Morais G, Santos IC, t®anl, Paulo A, Outeiro TF (2011)
Synthesis and in vitro evaluation of fluorinategrgt benzazoles as amylogrobes, Bioorg Med
Chem.19:7698710. Epub 2011 Oct 18.

Marques S, Batalha VL, Lopes LV, Outeiro TF (20M9dulating Alzheimer's disease through
caffeine: a putative link to epigenetics. J AlzheisDis24 Suppl 2: 161-71 (Journal IF: 4.261;
Citations: 1).

Hansen C, Angot E, Bergstrom AL, Steiner JA, HiePaul G, Outeiro TF, Melki R, Kallunki P,
Fog K, Li JY, Brundin Pa-Synuclein propagates from mouse brain to graftepadinergic
neurons and seeds aggregation in cultured humémn dellin Invest. 2011 Feb 1;121(2):715-25.
(Journal IF: 14,152 Times cited 26)



256 | 2011 IMM Activity Report

Marques SC, Oliveira CR, Pereira CM, Outeiro TFL{POEpigenetics in neurodegeneration: a
new layer of complexity. Prog Neuropsychopharmagiol Psychiatry35 (2): 348-55 (Journal
IF: 2.877; Citations: 5).

de Oliveira RM, Marijanovic Z, La Fuente Carvalho Miltenberger-Miltényi G, Matos JE,
Tenreiro S, Oliveira S, Enguita FJ, Stone R, anteibm TF (2011) Proteostasis modulation in a
novel ACE mutation: insights into the molecularibad RTD.PL0S One6(6):e20854 (Journal

IF: 4.411)

Correia AD, Cunha S, Sholze M and Stevens ED (201 Y)ovel behavioral fish model of
nociception for testing analgesics. Pharmaceutit;885-680.

Kopecka-Pilarczyk J and Correia AD (2011) EffectsEaposure to PAHs on brain AChE in
Gilthead Seabream, Sparus aurata L., under laigradoditions. Bull Environ Cont Toxic@6,
379-383. (Journal IF 1.139)

Ribeiro M, Pinto A, Pinto M, Heras M, Correia Aallaji E, Tavares | and Castanho M. (2011)
Inhibition of nociceptive responses after systemmiministration of amidated Kyotorphin. BJP
163964-973. (Journal IF:4.925)

Outeiro TF. Amyloidogenesis: FIAsH illuminates Aaggregation. Nat Chem Biol. 2011 Aug
17;7(9):581-2. doi: 10.1038/nchembio.636. (JoutRal 5,808).

Herrera F and Outeiro TF (201d)Synuclein modifies huntingtin aggregation in ligioells.
FEBS Lett. Jan 386.7-12. (Journal IF: 3.601)

Swinnen E, Biittner S, Outeiro TF, Galas MC, MadgWnderickx J, Franssens V. Aggresome
formation and segregation of inclusions influermadity of a-synuclein and synphilin-1 in yeast.
Biochem Soc Trans. 2011 Oct;39(5):1476-81.

Martins M, Rosa A, Guedes LC, Fonseca BV, Gotova¥ilante S, Mestre T, Coelho M, Rosa
MM, Martin ER, Vance JM, Outeiro TF, Wang L, BorakeF, Ferreira JJ, Oliveira SA.
Convergence of miRNA expression profilingsynuclein interacton and GWAS in Parkinson's
disease. PL0S One. 2011;6(10):e25443. (Journdl.4A1)

Badiola N, de Oliveira RM, Herrera F, Guardia-Laga C, Gongalves SA, Pera M, Suarez-
Calvet M, Clarimon J, Outeiro TF and Lle6 A (20THu enhanceg-synuclein aggregation and
toxicity in a cellular models of synucleinopathy.dS One6:€26609. (Journal IF: 4.411)

Nasstrom T, Goncalves S, Sahlin C, Nordstrom Egj@uonti Sundquist V, Lannfelt L, Bergstrém
J, Outeiro TF, Ingelsson M. Antibodies against algkinuclein reduce oligomerization in living
cells. PLoS One. 2011;6(10):e27230. (Journal #11)

Herrera F, Tenreiro S, Miller-Fleming L and Outeire (2011). Visualization of cell-to-cell
transmission of mutant huntingtin oligomers. PLa8rCFeb 113:RRN1210. (Journal IF: not
available yet)
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Other publications International

Gongalves SA, Miranda VM, Outeiro TF (2011) Humarol&tular Therapeutics, Novel
Molecular Therapeutics in Parkinson’s Disease. Jofiay & Sons, in press.

Marques S and Outeiro TF (2011) Epigenetics: Dgraknt and Disease— Chapter- Epigenetics
in Parkinson’s and Alzheimer’s diseases. Springer.

Marques S, Pereira CMF and Outeiro TF (2011) Emties in Human Disease-Chapter in
Subject area “Aging and disease: the epigenetilgbri - Bridging aging and neurodegeneration
through epigenetics. Elsevier.

Marques S, Pereira CMF and Outeiro TF (2011) Epges: Mechanisms, Functions and
Human Effects . Chapter 10 - Epigenetics and Negederation: A Connection Overlooked.
Series: Genetics - Research and Issues. Nova RetsisEditors: Baldzs Pintér and Zsolt
Mészaros Pub. Date: 2011 - 2nd quarter. ISBN: 988-141-454-4.

Invited Lectures and Seminars

Outeiro, TF, From the bakery to the bedside: thiemdar basis of Parkinson’s disease, Novartis,
Switzerland, December 2011.

Outeiro, TF, Unraveling the molecular basis of Retn’s disease, Nestle Institutes for Health
Sciences, Switzerland, December 2011.

Outeiro, TF, Intra and extracellular effects of yaugclein oligomers, Cold Spring Harbor
Banbury Meeting on Transmissible Amyloidosis, USvember 2011

Outeiro, TF, Modulation of a-synuclein oligomeripat in living cells, International Society for
Neurochemistry Satellite meeting on a-synucleiregée, September 2011.

Outeiro, TF, Yeast as a model to study Parkinsdisease, Sociedade Brasileira de Bioquimica,
Brasil, May 2011.

Tenreiro, S. Simple is good: Yeast as a model wdysParkinson’s disease, Lisbon Area of
Neuroscience Meeting, May 18, 2011.

Tenreiro, S. Simple is good: Yeast as a modefudysneurodegenerative diseases. Jornadas
Engenharia Quimica Biolégica 2011, Instituto sumefiécnico, Lisbon, Portugal, March 24,
2011.

Correia, AD.Zebrafish: a model to study pain Parkinson’s Diese&clo de Seminarios em
Neurociéncias. Molecular/FMUL, Universidade debasa, October 24, 2011.

Herrera, F. Genetic and pharmacological modifigrdiumtingtin oligomerizatiorandtoxicity.
Pizza Seminar, Instituto de Medicina Molecular,dbetr 4, 2011.
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Correia, AD. A novel model to study acute pain and Parkinsonise@se. CFTC, Ciclo de
Conferéncias. Complexo Interdisciplinar, Universlielale Lisboa, Lisboa, Portugal, December,
13, 2011.

Goncalves, S. PCR-RFLP, Bioimaging techniques, Immoytochemistry: unraveling the
molecular basis of alpha-synuclein dysfunction, &&herapy. Genética Humana, Universidade
do Algarve,Portugal, January 2011.

Gongalves, S. Unraveling the genetic basis for amuclein oligomerization in living cells
using BiFC, Universidade do Algarve, Portugal, Jag2011.

Herrera, F. Phosphorylation pathways involved irtraggiogenesis. Centro Biomedicina
Molecular Estrutural, University of Algarve, Fai®grtugal, January 28, 2011.

Communications in International Conferences

Guerreiro P and Outeiro TF. Immunoprecipitation) (Bhd Co-IP: tools to identify protein-
protein interactions, EMBO YIP PhD Course, Heidelh©ctober 2011 (Poster Presentation).

Pais TF, Miller-Fleming L, Marques O, Guerreirod®, Oliveira R and Outeiro TF. Sirtuins: a
novel link between neuroiflammation and neurodegeimn, 10" European Meeting on Glial
Cells in Health and Disease, Prague, Czech RepuBépetember 13-17, 2011 (Poster
presentation).

Basso E, Tenreiro S, Marijanovic Z and Outeiro THssecting the role of alpha-synuclein
phosphorylation in Parkinson’s disease, Satelliseting of the ISN: Synucleinopathies: From
genes to pathogenesis, Naxos, Greece, Septemh@03-4 (Poster presentation).

Miller-Fleming L, Smalley JL, Gant TW, Giorgini Fnd Outeiro TF. A yeast model of
Parkinson’s disease: deciphering the cellular rofake DJ-1 protein family, Satellite Meeting of
the ISN: From genes to pathogenesis: The evolvpectsum of synucleinopathies, Naxos,
Greece, September 3-4, 2011 (Poster presentation).

Herrera F, Tenreiro S, Miller-Fleming L and Outeifé. Live imaging of mutant huntingtin
oligomerization in cell cultures. Gordon Confererme CAG-triplet repeat disorders, Barga,
Italy, June 5-10, 2011 (Poster presentation).

Gongalves S and Outeiro TF. Modifying alpha syaircldimerization in living cells, AXA
Talent Day on Longevity and Life Risks meeting, iParFrance, March 2011 (Poster
presentation).

Gongalves S. Modifying alpha synuclein dimerizatin living cells, 9' Géttingen Meeting of
the German Neuroscience Society, Goéttingen, Gerpniaych 2011 (Poster presentation).

Goncalves S. Modifying alpha synuclein dimerizationliving cells, The 18 International
Conference on Alzheimer's & Parkinson’'s DiseasearcBlona, Spain, March 2011 (Poster
presentation).
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Fonseca T, Correia AD, Willemsen R and Outeiro Zébrafish: a new model of Parkinson’s
Disease. 2011. In"9Géttingen Meeting of the German Neuroscience $no@&bttingen,
Germany, March 23-26, 2011 (Poster presentation).

Communications in National Conferences

Jorge CD, Faria C, Borges, N, Tenreiro S, Outeifo ahd Santos H. Mannosylglycerate,
compatible solute widespread in hyperthermophilebibits a-synuclein saggregation in the
cytoplasm of yeast cells. Microbiotec’11. Univeysif Minho, Braga, December 1-3, 2011.

Macedo, D, Tenreiro, S, Ferreira, RB, Outeiro, Ti &antos, CN. Protective effects of novel
phytochemicals in a yeasmodel of Parkinson's disease Champalimaud Neuroscience
Symposium. Lisbon, September 18-21, 2011 (Postsreptation).

Basso E, Tenreiro S, Marijanovic Z and Outeiro THssecting the role of alpha-synuclein
phosphorylation in Parkinson’s disease. Xl Meetofgthe Portuguese Neuroscience Society,
Lisbon, May 26-28, 2011 (Poster presentation).

Gongalves S, Moita L and Outeiro TF. Modifying a@psynuclein dimerization in living cells, V
IMM PhD Student Meeting, Lisbon, October 2011 (Quadsentation).

Herrera F, Tenreiro S, Miller-Fleming L and Outeii-. Visualization of cell-to-cell
transmission of mutant huntingtin oligomers. Xl &fimg of the Portuguese society for
Neuroscience, Lisbon, May 26-28, 2011 (Oral present).

Herrera F and Schubert D. C-Jun N-terminal kinas#rols a negative loop in the regulation of
glial fibrillary acidic protein expression. Sina21, University of Coimbra, Coimbra, April 28-
30, 2011 (Oral presentation).

Marques SC, Pereira CMF and Outeiro TF. An epidenmedrspective into Alzheimer's disease.
XIlI Meeting of the Portuguese society for Neuroaci (SPN), Lisbon, May 26-28, 2011 (Poster
presentation).

Vicente Miranda H, Oliveira RM, Simdes T, Penquead Outeiro TF. A method for rapid

enrichment and characterization of post-translationodifications of the Parkinson's associate
protein alpha-synuclein, XIl Meeting Portuguesei&tycfor Neurosciences, Lisbon, May 26-28,
2011 (Poster presentation).

Oliveira R, Guerreiro P, Vicente Miranda H, Manifevic Z, Pais TF and Outeiro TF. SIRT2:
Crossing the bridge between ageing and neurodesgererXll Meeting Portuguese Society for
Neurosciences, Lisbon, May 26-28, 2011 (Posterepitation).

Marques O, Vicente Miranda H, Pais TF and Out@ifo The role of alfa-synuclein secretion in
microglia activation and neurodegeneration in Retn‘'s disease, Xl Meeting Portuguese
Society for Neurosciences, Lisbon, May 26-28, 2(Fdster presentation).
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Organisation of Conferences

Herrera F co-organized th& 4eason of the Lisbon Area of Neuroscience Meetimgsituto de
Medicina Molecular, Lisbon, Portugal, 2011.

Basso Eco-organized the™season of the Lisbon Area of Neuroscience Meetilmgsituto de
Medicina Molecular, Lisbon, Portugal, 2011.

Herrera F designed the logos and illustrationshef XIl meeting of the Portuguese Society for
Neuroscience 2011. Instituto de Medicina Moleculisbon, Portugal, May 26-28, 2011.

Marques SC co-organized the Xl Meeting of the Rguese society for Neuroscience (SPN),
Lisbon, May 26-28, 2011.

Internationalization

Basso E. Attended EC Framework 7 Marie Curie Fedldpy Training Network Grant
(NEURASYNC) Summer School: “Advance techinques aunobiology: Grant Proposal
Writing”, Naxos, Greece, 6-8 September 2011

2009-2013. COST European Network: “Fish BiomedMalels (EuFishBioMed)- a community
resource to enable effective zebrafish partneringprojects targeting human diseases”
http://www.cost.esf.org/

Advanced teaching

Outeiro, TF, PENS Summer School in Metabolic Aspaift Neurodegeneration, Reisensburg,
Germany, July 2011.

Outeiro, TF, PhD Program in Neuroscience, UniversitZagreb, Croatia, June 2011.

Herrera, F. Lectured the class “Protein qualitytomrsystems in health and disease”. M.Sc. and
PhD Neuroscience Program, School of Medicine, Usitye of Lisbon, Lisbon, Portugal,
December 6, 2011.

Tenreiro, S. Lectured the class “Multidrug resis& in yeast”, PhD Programme from the
NEURASYNC Initial Training Network funded throughe people programme of FP7 of the
European Union —Annual meeting and Training, IMN§Hon, Portugal, April 14, 2011.

Pais, TF. Lectured the class “Neuroinflammation”adter of Neurochemistry, Faculty of
Sciences, University of Lisbon, Portugal, March 261 1.

Outeiro, TF. “Neurodegenerative disorders”, PGFM#d dMM PhD Program, IMM, Lisbon,
February 2011.
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Science and Society
de Oliveira, RM. “Sir2: o elixir da juventude” peggted to L'Oréal selling assistants.

Vicente Miranda, H. Coordinator of the Parkinsafisease corner for secondary school students
during the Brain awareness week organized by Poess Society for Neurosciences.

Outeiro, TF “Neurodegenerative disorders”, Brainakeness Week, Lisbon, March 2011.

Outeiro, TF “Novos avangos na investigacdo na doeecParkinson”, Associacdo Portuguesa de
Doentes de Parkinson, Faro, November 2011.

Outeiro, TF “A investigacdo do cérebro em Portugd&ltademia VVV, Odivelas, November
2011.
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Neurological Clinical Research Unit

Major interests / Objectives

The general objective of UNIC is to increase thewedge and foster the prevention and
treatment of major prevalent and disabling disa@dievolving the brain, such as stroke, dementia,
and Parkinson’s disease. The main advantage afrtihés the strong collaboration among the 10
experienced Principal Investigators, based on comolimical investigation methodologies and
particular features of research expertise. Thisweark has progressively become more coherent
and fruitful, as reflected in shared interests leetmvareas, joint meetings, and common authorship
of projects and articles. The UNIC proficiency igspanded by the multiple collaborations
developed by the Principal Investigators, botthatiMM and at other national and international
major research centers and networks, in the aréasagic neurosciences, clinical genetics,
advanced statistical methods, biological engingermd neuroimaging. The researchers of UNIC
share common facilities and know-how that havenadld the conduction of many clinical trials as
well as the assessment of the clinical impact fiédint interventions in a multinational effort to
get new treatments for these prevalent and digabliain disorders.

Head of Unit

José M. Ferro, MD, PhD Full Professor, FMUL/HSM

Principal Investigators

Alexandre Castro Caldas, MD, PhD Full Professatth@lic University of Portugal

Alexandre de Mendonga, MD, Pt Principal InvestigatolFMUL and IMM

Cristina Sampaio MD, PhL Associated ProfessctFMUL

Isabel PavaMartins, MD, PhL Associated ProfesscFMUL

Joaquim Ferreira, MD, Pt

Assistant ProfesscFMUL:

José M. Ferro, MD, PF

Full ProfessorFMUL/HSM

José Pimentel, MD, PhD

Associated Professor, FMUL

Patricia Canhédo, MD, Pl

Assistant ProfessoFMUL / HSM

Sofia A. Oliveira, PhD

Invited Assistant ProfesdevjUL

Teresa Paiva, MD, Ph

Associated Profess

Research Team

full time researchers

Antonina Pereira, PsyD, PI

Pos-doc fellowship, IMN

Inés Sousa, PhD

Post-doc Fellowship FCT, IMM

Madalena Martins, Pt

Pos-doc Fellowship, FCT, IM}

Manuela Guerreiro, PsyD, P

Investigator FMUL

part time researche

Ana Mineiro, PhD

| Auxiliary Professor, ICS-UCP




Neurological Clinical Research Unit | 263

Ana Marta Teixeira Anes

Pharmacist

Ana Rita Peralta, MD, M¢

Neurologist, AssistanFMUL, HSM

Jodao Costa, MD, PhD

Assistant Professor, FMUL

Leonor Correia Guedes, N\

Neurologist, HSh

Mario Miguel Rosa, MD

Neurologist, HSM

Martin Lauterbach, MD, Ph

Neurologist, Research Felli

Miguel Coelho, MD

Neurologist, HSM

Maria Vania Nunes, PhD

Auxiliary Professor, ICS-UCP

occasional collaboratic

Anabela Valadas, M

Neurologis

Clara Loureiro, MSc

Psychologist, FMUL

Dulce Neutel, MI

Training Fellowshi

Filipa Ribeiro, Phl

Psychologist, PhD degreFMUL

Helena Pedrosa, PsyD

Psychologist, Master deghée] F

Luisa Albuquerque, M

Neurologist, HSh

Maria Carolona Pires, MD

Training Fellowship

Patricia Lobo, MI

Training Fellowshi

Ruth Geraldes, M

Neurologist, HSh

Sandra Ging, PsyD

Psychologist, Master Degree, Uluglunteer

Teresa Pinho e Melo, MD

Neurologist, Assistant, HMUHSM

Tiago Mendes, M¢

Psychologist, HSI

Tiago Teodor

Training Fellowshi

Vitor Oliveira, MD, PhD

Neurologist, Auxiliary Pre$sor, FMUL /
HSM

PhD student

Ana Catarina Fonse(MD

HSM, PhD student, Harvard PrograFMUL

Ana Verdelho, MI[

Neurologist, HSM, PhD stude

Bruno Miranda, MD

PhD student Champalimau Foundatio
FMUL, HSM

Carla Bentes, M

Neurologist, AssistanFMUL / HSM

Carolina Maruta, MS

Psychologist, Phistudent research fellc

Catarina Santos, Ps

PhD studentFMUL

Dina Silva, PsyD

Psychologist, PhD student, FMUL

Frederico Simdes do Couto, M

Psychiatrist, PhD studerFMUL

Graca Melo, MS

Nurse, PhD student, L

Joana Xavier, M<

PhD studentFMUL

José Fonse

PhD studentFMUL

Lara Caeiro, PsyD

PhD student, FMUL

Manuela Lope

Artist, PhD studeniFMUL

Mauricio Martins, MD

PhD student

Patricia Abrantes

PhD student

Raquel Gil-Gouveia, MD

Neurologist, PhD student, BAM

Sara Fernand

PhDFellowship, FC

Sofia Madureira, Psy

PhD studentFMUL

Tiago Krug, MSc

PhD student, FMUL
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Master students

Bernardo Mour

Master in Medicine stude

Catarina Chester

Master in Neurosciences, FMUL

Helena Barrio

Master in Palliative CardFMUL

Inés Mares

Master in Neurosciences, FMUL

Rita Gameir

Master in Medicine stude

Sandra Cardoso

Master in Cognitive Sciences, FMUL

Sara Camara

Master student

Sofia Narcis

Master studenFMUL

Vanda Freits

Master in NeuroscienceFMUL

Technicians

Ana Noronha, Biology Degre

Study Coordinatc

Ana Rita Silvestre, M<

Technician, HS}

Andreza Viegas, Biochemical degree

Study Coordmato

Carla Firmo, MS

Technician, HSI

Ema Roque, Management Degree

Study Coordinator

Fatima Soare

Technician, HS}

Gabriela Lee Speech Therapist, HE
Joana Pires, MSc EEG Technician, HSM
Jodao Sobral Research technician, FCT
Ligia Ferreir: EEG Technician, HSI

Luisa Farrajot

Speech Therapist, HE

Maria Finisterra

Study Coordinator

Nadia Rei, MS

Researcltechnician, FC

Paulo Batist

Technician, HS}

Rosa Santos

EEG Technician, HSM

Vania Francisc

Research technician, Fi

Keywords/Research Areas

Stroke

Vascular cognitive impairment ; Neuropsychiatrysttbke; Cerebral venous thrombosis;

Cardioembolic stroke; Transient ischemic attacks

Cognition

Mild Cognitive Impairment; Prevention of cognitidecline; llliteracy ; Portuguese sign

language; Neuroplasticity for language recoverygi@ive disturbance of migraine

Movement disorders

Parkinson’s disease; Clinical

trials; SystematicviewsGuidelines; Cochrane

collaboration; Regulatory science; Pharmacoepidiemyo

Genetics and genomics of complex neurological dsga
Stroke; Behcet's disease; Parkinson’s disease

Sleep

Dreams; Neurophysiology of Sleep
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Neuropathology
Neuropathology of human prion diseases; Epilepsyesy

Major scientific achievements

The researchers of UNIC made in 2011 significaigndific contributions expressed in as much
as69 full papers published in international peer-revewed journals as listed below. It is just
possible to highlight a few of these contributiolmscerebral venous thrombosis, the description
was made of the risk factors for venous thrombetients, and identification of the patients who
benefit most from prolonged anticoagulation andmfralecompressive surgery. Regarding
vascular white matter changes, the risk of spesifistypes of dementia and identification of its
clinical, imagiological and neuropsychological pgotors was accomplished. Advances were
made on the understanding of memory complaintseaithy young and elderly adults, and the
determination of the prognosis of elderly peopléhwiognitive complaints who do not fulfill
criteria for Mild Cognitive Impairment. New data meepublished on the relationship of genetic
risk factors and mitochondrial genome polymorphismith susceptibility to Behcget's Disease.
Significant progresses were done on the studyrafuage recovery after early brain lesions and
the development of new assessment tools and naenatita for language and cognitive
evaluation. Concerning the study of dreams, prelémi but promising novel data were
presented. The analysis of the impact of illiteraoyneuropsychological test performance, as an
approach to understand human cognition and itslajanization under normal and abnormal
conditions, was also accomplished.

Recent Most Relevant Publications

Vellas B, Andrieu S, Sampaio C, Coley N, Wilcock Byropean Task Force Group. Endpoints
for trials in Alzheimer's disease: a European tske consensus (April 2011ancet Neurol
(Journal IF: 24.659)

Xavier JM, Shafiee NM, Ghaderi F, Rosa A, Abdoll&%, Nadji A, Shahram F, Davatchi F,
Oliveira SA (2011) Association of mitochondrial palorphism m.709G>A with Behcet's
disease (BD)Ann Rheum Dig0, 1514-16. (Journal IF: 9.082)

Aisen PS, Andrieu S, Sampaio C, Carrillo M, Khadhian ZS, Dubois B, Feldman HH, Petersen
RC, Siemers E, Doody RS, Hendrix SB, Grundman Myn8ier LS, Schindler RJ, Salmon E,
Potter WZ, Thomas RG, Salmon D, Donohue M, Bednigt, Mlouchon J, Vellas B. Report of the
task force on designing clinical trials in earlydgementia) AD: (Jan 201Neurology(Journal
IF:8.017)

Jokinen H, Gouw AA, Madureira S, Ylikoski R, varr&tten EC, van der Flier WM, Barkhof F,
Scheltens P, Fazekas F, Schmidt R, Verdelho ApFivt, Pantoni L, Inzitari D and Erkinjuntti
T; LADIS Study Group (2011) Incident lacunes infhge cognitive decline: the LADIS study.
Neurology76, 1872-1878. (Journal IF: 8.017)

Moreno-L6épez C, Santamaria J, Salamero M, Del Sbtbdlbanese A, Pellecchia MT, Barone
P, Overeem S, Bloem B, Aarden W, Canesi M, AntoAinDuerr S, Wenning GK, Poewe W,
Rubino A, Meco G, Schneider SA, Bhatia KP, Djald&t Coelho M, Sampaio C, Cochen V,
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Hellriegel H, Deuschl G, Colosimo C, Marsili L, Gas T, Tolosa E. Excessive Daytime
Sleepiness in Multiple System Atrophy (SLEEMSA ®&tu(Feb 2011 Arch Neurol(Journal IF:
7.108)

Ongoing Research Projects

1998/ Impact of Age-related brain white matter rdes on transition to disability in the
elderly. Leukoaraiosis And DISability. Fifth (ECydmework Programme 1998-2002 — “Quality
of life and management of living resourses”; QLKER-00446. Co-Coordinator: JM Ferro

2004/ Caracterizacdo de Perfis de Envelhecineiat Populacdo Portuguesa Normal -
Fundacéo Calouste Gulbenkian

2004/ Prospective registry of patients with transigeurological attacks (TNA). Classification of
(TNA) in a consecutive cohort of patients referteca TIA Clinic. Prognosis of TIA and non-
ischemic TNA patients. Coordinator: Patricia Canhédo

2004/2011 - Intensive speech therapy for patierith aphasia after stroke: a single-masked,
parallel randomised controlled trial in aphasicoletr patients. Joint project: LEL/Cerebro-
vascular disease’ group of UNIC and the Centro dedidina de Reabilitacdo de Alcoitéo.
Coordinator: I. P. Martins (not funded)

2005-2008, extended to 2011 - Cognitive Impairm@nthe Aged - A prospective clinical,

neuropsychological, NMR and biochemical study (A& Mendonca, principal investigator;

collaboration with Faculdade de Ciéncias e TecrialofjLisbon and Departamento de Biologia
da Universidade de Aveiro; Fundacao Calouste Guibah

2006/2010 Apatia na fase aguda do AVC e alteragipedsonalidade apés o AVC. FCT,
SFRH/BD/2282/2005 PhD scholarship, Coordinatoré MsFerro

2008/ Turma Piloto em Lingua Gestual Portuguegaindacéo Calouste Gulbenkian

2009/2011 Lisling in 3D images. Project inserted Nlestrado integrado de Engenharia
Electrotécnica e de Computadores. Coordinator: Rsgzarczyk, Co-Coordinator: José Fonseca
(not funded)

2009/2011 Bateria Montreal de Avaliagdo da Comuwdioa — MAC. Joint project:
LEL/Associacdo Nacional de Afasicos/Faculty of M, University of Montreal. Coordinator:
José Fonseca (not funded)

2009/2011 Contribuicdo da resposta imunitaria paraassociacdo de doencas do sono
(hipersonoléncia) e cardiovasculares, FCT. Cootdind Moita: Co-Coordinator: T Paiva, A
Bugalho de Almeida, R Staats, S Moreira, J Valerca&odrigues, C Bentes, R Geraldes -
PIC/IC/82991/2007.

2009/2015 An international, Prospective, TIA-cliriased, Web-based registry with long-term
follow-up. Principal Investigator: Patricia CanH&20 000)

2009-2011, extended 2012 - Neuropsychological ptedi of the outcome in non-demented
subjects with cognitive complaints (A de Mendormqéncipal investigator; FCT).

2010 - 2011 - Caracterizacao neurofisiologica desg de sono e complexos K em doentes com
AVC agudo de alteracao cerebral média e correlagaono prognostico — GAPIC Coordinator:
Ana Rita Peralta Student: Joana Isaac Teixeira.

2010/ Dicionarios Terminoldgicos de LGP - FunaaPd
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2010/2012 - Frontal lobe dysfunction during migeniattacks. Tecnifar Grant for Headache
Research of Sociedade Portuguesa de CefaleiaseRa@dtGouveia, Isabel Pavao Martins, P.
Vilela.

2010/2012 RAPS. Reading Analysis with neuroPhgsjchl Signs, FCT. Coordinator: N.
Guimaraes. PTDC/EIA-EIA/113660/2009, (total € 8®D0

2010/2012 VITHEA. Virtual Therapist for Aphasia#atment, FCT. Coordinator: Alberto Abad
Gareta. RIPD/ADA/109646/2009, € 6 180 (total € B8)0

2010/2012 BEDGET: deciphering BEhget's Disease Gltise FCT. Coordinator: Oliveira SA.
PTDC/SAU-GMG/098937/2008, €180 708 (total €199 908)

2010/2012 Genetics of Nonsyndromic Cleft Lip andafa FCT. Participant PI: Oliveira SA.
PTDC/SAU-GMG/101537/2008 (€196 176).

2010/2013 Mindful aging. Avoiding age related citige decline, Bial Fundation and Nunes
Vicente Grant (SPN). Coordinator: |I.P Martins, €EG0)

2010-2012 - Detection of brain microstates in Fibyalgia, FCT. Coordinator: J Sanches. (IST).

2010-2012 - Estudo Genético de Familias com Deraésein Mutacdes Reconhecidas (A. de
Mendonga, principal investigator; collaboration twitGabriel Miltenberger, GenoMed,;
Grunenthal).

2010-2012 - Reading analysis with neurophysioldgisignals, FCT. Coordinator: Nuno
Guimarées. Participant: Carla Bentes. PTDC/EIA-EI8666/2009 (€82.000)

2010-2012 Estudo necropsico de doentes com foramasidres ou atipicas de deméncia (Ana
Verdelho, principal investigator; Bial).
2010-2014 — AQUI_LGP: Corpus longitudinal da Age# da Lingua Gestual Portuguesa (Ref2:
PTDC/CLE-LIN/111889/2009) - FCT

2011 - Estados dissociados na Fibromialgia: Caiaatgio clinica e neurofisiolégica e
desenvolvimento de estratégicas terapéuticas coorofeedback. (Co-investigator/Master
Thesis) Ferreira L. (funding project)

2011 — Estudo de CAPs pré e poés-terapia com dipgmsiorais. Meira e Cruz, Rebocho S,
Ferreira L.

2011/2013N-terminal do Peptideo Natriuretico Cerebral comarecador de acidente vascular
cerebral isquémico de etiologia cardioembolica. FEIMSP-ICJ/0003/2010 Ana Catarina
Gaspar Fonseca, (€126.540)

2011-2012: The perception of illness in acute snodtients (no funding) Lara Caeiro

2011-2014 NEUROCLINOMICS - Understanding NEUROdegative diseases throught
CLINical and OMICS data integration (Sara Madeimincipal investigator, collaboration
involving Instituto de Engenharia de Sistemas e Q@adores, Investigacdo e Desenvolvimento
em Lisboa, IMM and Katholieke Universiteit LeuvetCT).

2012- 2015 BIOMARKAPD - Joint Programming in Neuegénerative Disorders (Alexandre de
Mendonca, principal investigator)

2012-2015 - Partners in the FP7 funded project: SEIRARK: Supporting and Empowering
Parkinson patients in their home environment usingovel SEnsory information system that
monitors dailylife- relevant parameters of PARKinstisease and their change. Resposables for
the workpackage 7: Scenario-based multicentre study
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BMBS COST Action BM1101 European network for thedst of dystonia syndromes
Cochrane Collaboration Movement Disorders Group

Publications in peer review Journals

Afonso P, Figueira L, Paiva T (2011) Schizophrepatients with predominant positive
symptoms have more disturbed sleep-wake cycles urezhshy actigraphyPsychiatry Res
189,62-66 (Journal IF:; 2.344)

Afonso P, Figueira ML, Paiva T. (2011) Sleep-pramgptaction of the endogenous melatonin in
schizophrenia compared to healthy contrbis.J Psychiatry Clin PractNov;154):311-5. Epub.
(Journal IF: 0.5)

Aguiar de Sousa D, Mestre T and Ferro JM (2011)ekat venous thrombosis in Behcet's
disease: a systematic revielWiNeurol258 719-27 (Journal IF: 3.853)

Aisen PS, Andrieu S, Sampaio C, Carrillo M, Khadhian ZS, Dubois B, Feldman HH, Petersen
RC, Siemers E, Doody RS, Hendrix SB, Grundman Myn8ier LS, Schindler RJ, Salmon E,
Potter WZ, Thomas RG, Salmon D, Donohue M, Bedniat, Mlouchon J, Vellas B. Report of the
task force on designing clinical trials in earlyd@ementia) AD (Jan 201Neurology(Journal
IF:8.017)

Bentes C, Costa J, Peralta R, Pires J, Sousa B Paf2011) Dream recall frequency and content
in patients with temporal lobe epilep&pilepsia52(11):2022-2077 (Journal IF: 3.955)

Caeiro L, Santos CO, Ferro JM and Figueira ML (3(04&uropsychiatric disturbances in acute
subarachnoid haemorrhadgair J Neuroll8, 857-864 (Journal IF: 3.765)

Caldeira D, Amaral T, David C, Sampaio C. Educatlastrategies to reduce serum phosphorus
in hyperphosphatemic patients with chronic kidndgedse: systematic review with meta-
analysis. (July 2011) Ren NutiJournal IF:1.480)

Caldeira D, David C, Sampaio C. Rate vs rhythm it patients with a trial fibrillation and
heart failure: A systematic review and meta-analydirandomised controlled trials. (Oct 2011)
Eur J Int Med(Journal IF: 1.657)

Caldeira D, David C, Sampaio C. Skin antisepticsvénous puncture-site disinfection for
prevention of blood culture contamination: systémaview with meta-analysis. (March 2011)
Hosp Infect(Journal IF: 3.078)

Cavaco, S., Anderson, SW., Correia, M.,, MagalhBlesPereira, C., Tuna, A., Taipa, R., Pinto,
P., Pinto, C, Cruz, R. , Lima, AB., Castro-CaldAs, da Silva, AM and Damasio, H, Task-
specific contribution of the human striatum topetoal-motor skill learning,d Clin Exp
Neuropsycholan;33(1):51-62, 2011 (Journal IF: 1.805)

Conceicao Pereira M, Loureiro JL, Pinto-Basto rigiéo E, Margarida Lopes A, Neves G, Dias
P, Geraldes R, Martins IP, Cruz VT, Kamsteeg EdnBer HG, Coutinho P, Sequeiros J, Alonso
I. Alu elements mediate large SPG11 gene rearramgesmfurther spatacsin mutatiorGenet
Med (in press. (Journal IF5.280)
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Costa J, Fareleira F, Ascencédo R, Borges M, Santpaitaz Carneiro A, Clinical comparability
of the new antieplileptic drugs in refractory palrteplilepsy: a systematic review and meta-
analisys, (Sep 201Bur J Neurol(Journal IF: 3.765)

Costa J, Is neurophysiology a valuable marker efdlinical stages of Lewy Body Disorders?
(Dec 2011)Clin Neurophysiol (official journal of the International Federatiasf Clinical
Neurophysiology) (Journal IF:2.786)

Costenla AR, Didgenes MJ, Canas PM, Rodrigues Rgubira C, Ribeiro JA, Maroco J,
Agostinho PM, Cunha RA, de Mendonca A. Enhanced ofladenosine A receptors in the
modulation of LTP in the rat hippocampus upon agkgr J Neurosc011 34:12-21 (Journal
IF: 3.658)

Coutinho JM, Seelig R, Bousser MG, Canhdo P, Féivband Stam J (2011) Treatment
variations in cerebral venous thrombosis: an ir&onal surveyCerebrovasc DiS82, 298-300.
(Journal IF: 2.987)

Domingues-Montanari S, Fernandez-Cadenas |, DeERmnola A, Corbeto N, Krug T, Manso
H, Gouveia L, Sobral J, Mendioroz M, Ferndndez-Nesa, Alvarez-Sabin J, Ribé M, Rubiera
M, Obach V, Marti-Fabregas J, Freijo M, Serena érrd=IM, Vicente AM, Oliveira SA,
Montaner J (2010) Association of a genetic variarthe ALOX5AP with higher risk of ischemic
stroke: a case-control, meta-analysis and fundtistualy. Cerebrovasc Di9, 528-37 (Journal
IF: 2.987)

Ferro JM, Crassard |, Coutinho JM, Canhao P, Bganmamenteria F, Cucchiara B, Derex L,
Lichy C, Masjuan J, Massaro A, Matamala G, PolBSadatnia M, Stolz E, Viana-Baptista M,
Stam J and Bousser MG; Second International StuadyCerebral Vein and Dural Sinus
Thrombosis (ISCVT 2) Investigators (2011) Decomgires surgery in cerebrovenous
thrombosis: a multicenter registry and a systematitew of individual patient dat&troke42,
2825-31. (Journal IF: 5.756)

Fonseca A, Geraldes R, Pires J, Falcao F, Bentg20C1) Improvement of sleep architecture in
the follow up of a patient with bilateral paramedithalamic strokeClin Neurol Neurosurg
113911-913 (Journal IF: 1.636)

Fonseca AC and Canhdo P (2011) Diagnostic diffesilin the classification of transient
neurological attackgur J Neuroll8, 644-648 (Journal IF: 3.765)

Fonseca AC, Geraldes R, Almeida V and Melo TP (20Meatment with rtPA of stroke
associated with intravenous immunoglobulins peoiusi Neurol Sci308, 180-181 (Journal IF:
2.167)

Fonseca AC, Geraldes R, Pires J, Falcao F, Benwsl®lelo TP (2011) Improvement of sleep
architecture in the follow up of a patient withdtédral paramedian thalamic strok&din Neurol
Neurosurgl13 911-913 (Journal IF: 1.636)

Fonseca AC, Matias JS, Melo TP, Falcdo F, CanhaodPFerro JM2011) N-terminal probrain
natriuretic peptide as a biomarker of cardioembstioke.Int J Stroke6, 398-403 (Journal IF:
3.125)
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Geraldes R, Santos C and Canhdo P (2011) A traunatalized convexity subarachnoid
hemorrhage associated with acute carotid arterlusion. Eur J Neurol18, e28-e29 (Journal IF:
3.765)

Gil-Gouveia, R, Martins, IP (2011) A subjective odiye impairment scale for migraine attacks -
the MIG-SCOG: development and validati@ephalalgia31 (9), 984-91 (Journal IF: 4.265)

Goetz CG, Stebbins GT, Theeuwes A, Stocchi F, Karrél, van de Witte S, Bronzova
J.Temporal stability of the Unified Dyskinesia RatiScaleMov Disord 2011 Dec 26(14):2556-
9. doi: 10.1002/mds.23931. Epub 2011 Sep 13 (JblF#R480)

Gouveia LO, Sobral J, Vicente AM, Ferro JM, OlieeBA (2011) Replication of the CELSR1
association with ischemic stroke in a Portuguese-cantrol cohortAtherosclerosi®17, 260-
62. (Journal IF: 4.086)

Handley O, Walsem M, Juni P, Bachoud-Levi A, Beogiio A, Bonelli R, Burgunder J, Ferreira
JJ, Heiberg A, Nielsen J, Paivarinta M, Palhagedr&yo M, Roos R, Tabrizi S, Klempi J,
Vanderberghe W, Dumoulin C, Zaremba J, GiulianBidnno |, Dunnett S, llilman T, Kovisto S,
Levey J, Landwehrmeyer B Study Protocol of Registryersion 3.0 — European Huntington’s
Disease Network (EHDN), (2018ygea Public HealttfJournal IFND)

Jokinen H, Gouw AA, Madureira S, Ylikoski R, varr&tten EC, van der Flier WM, Barkhof F,
Scheltens P, Fazekas F, Schmidt R, Verdelho ApFRivt, Pantoni L, Inzitari D and Erkinjuntti
T; LADIS Study Group (2011) Incident lacunes infhge cognitive decline: the LADIS study.
Neurology76, 1872-1878. (Journal IF: 8.017)

Klaus Seppi, MD, Daniel Weintraub, Miguel Coelh&antiago Perez-Lloret, Susan H. Fox,
MRCP (UK), Regina Katzenschlager, Eva-Maria HamgttWerner Poewe, Olivier Rascol,
Christopher G. Goetz, Cristina Sampaio, The MovenRisorder Society Evidence-Based
Medicine Review Update: Treatments for the Non-MoBymptoms of Parkinson’'s Disease,
(June 2011) Wiley Online Library (Journal IRD)

Lobo P, Campos J, Neto L and Canhéo P (2011) Rastarebral artery dissecting aneurysm:
another cause of perimesencephalic pattern of achaoid haemorrhagd. Neurol Neurosurg
Psychiatry82, 584-585. (Journal IF: 4.791)

Mameniskiene R, Bast T, Bentes C, Canevini M P,@ianP, Granata T, Hogenhaven H, Jakubi
BJ, Marusic P, Melikyan G, Michelucci R, Mukhin KYQehl, B, Ragona F, Rossetti AO,
Rubboli G, Schubert S, Stephani U, Stroble J, ViigAp Zarubova J, Wolf P. (2011) Clinical
course and variability of non-Rasmussen, non-stroli@or and sensory epilepsia partialis
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de Mendonca A. Perspectiva do Neurologista: O Bocda Doenca de Alzheimer. VIl
Congresso da Sociedade Portuguesa de Neuroradiplagfpoa, May 2011

Fernandes R. Aspectos farmacolégicos da terapépéidaitrica. UCF — Saude da Crianca e da
Familia, Lisboa, December 16, 2011.

Ferreira JJ, Abordagem Terapéutica das complicagidsras, Congresso de Neurologia 2011,
Lisboa, November 3-5, 2011 (oral communication)

Ferreira JJ, Basic Movement Disorders Course, Ghatheosis and ballism, Toronto, Canada,
June 3, 2011

Ferreira JJ, Centro (nico vs rede de centros comdeln de investigacdo em doencas do
movimento, Ciéncia e Ensino, 100 anos da FMUL, kekcle e Medicina de Lisboa, Lisbon, May
6-7, 2011

Ferreira JJ, Clinical progression of Parkinson'sedse, Jahrestagung der Osterreichischen
Parkinson Gesellschaft, Congress Center VillacH Z8L-15. October 2011.
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Ferreira JJ, Diagnostic Procedures in Distoniasg Movement Disorder Society Section,
Diagnosis and Treatment of Dystonia Syndromes, Miialy, September 22-23, 2011

Ferreira JJ, How to manage a botulinum toxin cliBecond Instituto de Medicina Molecular
Botulinum Toxin Training Course”, Lisbon, Portugilipvember 8, 2011 (oral communication)

Ferreira JJ, Huntington’s disease world congredd 28re we ready to conduct clinical trials in
pre-symptomatic gene carriers in Huntington's disedMelbourne, Australia, September 11-14,
2011

Ferreira JJ, Latin America Huntington’s Disease kgbop, EHDN as a network Model to
support translational research, Santiago, Chiléolear 17-19, 2011

Ferreira JJ, Lower Limb BonT indications and inj@cttechniques, Second Instituto de Medicina
Molecular Botulinum Toxin Training Course”, LisborRortugal, November 8, 2011 (oral
communication)

Ferreira JJ, Markers, diagnosis and progressiaaity Parkinson’s disease, Global Parkinson’s
disease Expert Meeting, The Vatican, Vatican Giwiil 3-4, 2011

Ferreira JJ, O estudo epidemiol6gico sobre a DoemeaParkinson, Encerramento das
Comemoracdes de Abril, Dia Mundial do Doente déiRaon, April 11, 2011

Ferreira JJ, Parkinson’s disease look-alike — wgh#i? Teaching Course 1, Movement disorders —
basic clinical knowledge, 15th Congress of the Baam Federation of Neurological Societies,
Budapest, Hungary, September 10-13, 2011

Ferreira JJ, Parkinson's Disease progression, Xéletmg of the Portuguese Society for
Neurosciences, Lisbhon, Faculdade de Medicina deohisMay 26-28, 2011

Ferreira JJ, Parkinsonian syndromes (PSP, MSA,ulasqost-neuroleptics): is DAT over or
under used? Dopamine Transporter Imaging Workslaois,A-rance _ December 10, 2010

Ferreira JJ, Patient consultation, Chorea, Ill heag Course in Movements Disorders of the
Neurological Clinical Research Unit, Lisbon, Ingtit de Medicina Molecular, May 21, 2011

Ferreira JJ, Patient consultation: Parkinsonisin]eélaching Course in Movements Disorders of
the Neurological Clinical Research Unit, Lisborstltuto de Medicina Molecular, May 21, 2011

Ferreira JJ, Tics and Tourette, MDS-ES Movemenbidisrs Summer Scholl, Naples, Italy, July
1-3, 2011

Ferreira JJ, Use of Botulinum Toxins in Dystonian&wmes, The Movement Disorder Society
Section, Diagnosis and Treatment of Dystonia Syméy Milan Italy, September 22-23, 2011

Ferreira JJ; Secondary Parkinsonisms, MDS-ES Mowmemésorders Summer Scholl, Naples,
Italy, July 1-3, 2011

Ferreira L. Estudos do Sono: na doenca vasculaassd® Cientifica: Estudos do Sono. 17°
Congresso Portugués de Cardiopneumologia, 25 —e2Matco, Hotel Melid, Braga (invited
lecture).

Ferro JM. A epidemia da fibrilhacdo auricular e AVI@ibicdo do factor X na prevencdo do
AVC. 5° Congresso Portugués do AVC, Porto, Portuggtbruary 3-5, 2011.

Ferro JM. Deterioracdo cognitiva vascular. 4° Ciisalico-Cirdrgico em Neurociéncias, Porto,
Portugal, February 12, 2011.

Ferro JM. Doenca Cerebrovascular. Destaques dmanwevencdo cardiovascular. Reunido do
GERC - 2011. Lisboa, March 26, 2011.



280 | 2011 IMM Activity Report

Ferro JM. Etiologic diagnosis: an effective apphloaXX World Congress of Neurology,
Marrakesh, Marrocco, November 13, 2011.

Ferro JM. Prevention of cardioembolic stroke. XX NdoCongress of Neurology, Marrakesh,
Marrocco, November 13, 2011.

Ferro JM. Stroke in the young. 21st Meeting of Ewgopean Neurological Society, Lisboa,
Portugal. May 28-31, 2011

Ferro JM. The burden of cerebral vein thrombosisénebrovascular diseases. Old and new
concepts. 20th European Stroke Conference, Ham@angmany. May 24-27, 2011.

Fonseca, J. A gaguez e a investigacdo cientifi@g(€z adquirida por lesdo). 5% Edicdo das
Jornadas sobre a Gaguez. Associacao Portuguesagis,GSCAC, Escola Superior Agraria de
Coimbra, Coimbra, October, 22, 2011.

Guedes LC, Patient consultation, genetic Movemesuiiders, |l Teaching Course in Movements
Disorders of the Neurological Clinical ResearchtUhisbon, Instituto de Medicina Molecular,
May 21, 2011

Lauterbach, M. Neuroplastizitat bei kindlicher Aple- eine fMRI Studie. Hospital de Dia de
Reabilitacdo Cognitiva da Universidade de Leipgy 19, 2011.

Lauterbach, M. Recuperacdo da afasia - 20 anosvde@cgd@o. Sessdo clinica do Servico de
Neurologia. Anfiteatro Almeida Lima, Servico de Melogia do Hospital de Santa Maria, March
3,2011.

Leal, G. Revisitando a apraxia do discurso. Seskaizta do Servico de Neurologia. Anfiteatro
Almeida Lima, Servigco de Neurologia do HospitalSnta Maria, April 28, 2011.

Martins, IP. Cefaleias. XV Jornadas Nacionais Rat@are. Centro de Congressos de Lisboa,
February 17-18, 2011.

Martins, IP. Migraine: the contribution of clinicaymptoms to clarify the pathogenesis. 4th
European Neurological Conference on Clinical Pcastj Lisbon Marriott Hotel Lisbon, Portugal,
January 28-30, 2011.

Martins, IP. Sintomas Paroxisticos na Enxaqueadegtor. Reunido da Primavera da Sociedade
Portuguesa de Cefaleias. Hotel Olissipo Orientsbda, May 6, 2011.

Maruta, C. Os seniores, o cérebro e a memoéria.r€ele Convivio dos Servicos Sociais da
Administragdo Publica, Lisboa, July 8, 2011.

Melo TP. Medidas gerais. Tratamento do AVC na fageda, aquém e além da fibrindlise. 5°
Congresso Portugués do AVC, Porto, Portugal, Fep@w&, 2011.

Pimentel, J. A terapéutica actual da epilepsiaF@um “Boas Praticas na Saude Mental,
Coimbra, October 3-4, 2011 (Oral presentation).

Pimentel, J. Anatomia das vias vestibulares. Casgrele Neurologia 2011, Lisboa, November
3-5, 2011.

Pimentel, J. Epilepsias refractarias: quando argimundo é possivel — “estado da arte”. VI
Reunido Luso-Espanhola de Epilepsia, Malaga, Oct2be2011

Pimentel, J. Politerapia na epilepsia. 23° EncoNt@oional de Epileptologia, Lisboa, March 18-
19, 2011.

Pimentel, J. Politerapia: quando e como? 23° Encddcional de Epileptologia, Lisboa, March
18-19, 2011.



Neurological Clinical Research Unit | 281

Pimentel, J. SituagBes agudas no tratamento dapejal Jornadas de Medicina Intensiva da
Primavera, Porto, April 14-15, 2011.

Rosa M, Botulinum toxin’s history, mechanisms ofiat and formulations, Second Instituto de
Medicina Molecular Botulinum Toxin Training Coursd’isbon, Portugal, November 8, 2011
(oral communication)

Rosa MM, Patient consultation, Metabolic Movemenisdeders, Il Teaching Course in
Movements Disorders of the Neurological ClinicalsBarch Unit, Lisbon, Instituto de Medicina
Molecular, May 21, 2011

Sampaio C, 10 International Conference Alzheimer's Disease aratkiRson's disease,
Biomarkers and their predictive values in AD and BBrcelone, Spain, March 10, 2011

Sampaio C, ® Nordic Meeting on advanced Parkinson’s diseash miotor fluctuations, New
pharmacological options, Stockolm, April 7-8, 2011

Sampaio C, CHDI challenges of Clinical ResearchpDEHas a network Model to support
translational research, Santiago, Chile, Octobet9,72011

Sampaio C, Impact XIV, Improving Understanding amérpretation of Analgesic Clinical Trial
Results, The initiative on methods, measurementpaint assessment in clinical trials, Arlington,
USA, June 16-17 2011

Sampaio C, The principles of evidence based mesliamd the Cochrane collaboration: how to
use evidence to treat an individual patient” iernational Congress of Parkinson’s disease and
Movement disorders, Toronto, Canada, June 5-9, 2011

Valadas A, Patient consultation: Psychogenic Movdmiisorders, Il Teaching Course in
Movements Disorders of the Neurological ClinicalsBarch Unit, Lisbon, Instituto de Medicina
Molecular, May 21, 2011

Valadas A, Sousa A, Face and platysma: BonT inidicatand injections techniques, Second
Instituto de Medicina Molecular Botulinum Toxin Tmang Course”, Lisbon, Portugal, November
8, 2011 (oral communication)

Verdelho A. Age-related white matter changes arghitimn. 20th European Stroke Conference,
Hamburg, Germany. May 24-27, 2011.

Verdelho A. Headache in stroke. 20th European 8t@&nference, Hamburg, Germany. May
24-27, 2011.

Communications in International Conferences

Aguiar Sousa D, Ferro J. Cerebral venous thrombosigehcet’'s disease: a systematic review.
21st Meeting of the European Neurological Sociéigboa, Portugal. May 28-31, 2011 (oral
presentation).

Albuguerque, L., Maruta, C., Coelho, M., Marting.l Visual recognition and memory of faces
in non-demented late Parkinson’s disease patidttisvisual hallucinations. 21Meeting of the
European Neurological Society, Lisbon, May 28-311, 2(Poster presentation)

Antunes A. Gouveia R.G, Albuquerque L, Peralta Rirtiis I.P., Bentes C. Epileptic seizures
precursor of cerebral haematomas. 21st MeetingpefEuropean Neurological Society, Lisboa,
28-31 of May 2011. (Poster presentation)
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Antunes, A., Pimentel, J. Hypertrophic pachymertiagia continuum process? Twenty-first
Meeting of the European Neurological Society, Leshday 28-31, 2011 (Poster presentation).

Correia MJ, Fonseca AC, Canhdo P. Long-term follpwhelps to clarify the diagnosis of
transient neurological attacks difficult to clagsif a TIA clinic. 21st Meeting of the European
Neurological Society, Lisboa, Portugal. May 28-2@11 (Oral presentation).

Dores, A. R., Carvalho, |.P. Barbosa, F., AimeidaGuerreiro, S., Leitdo, M., de Sousa, L. &
Castro-Caldas, A. (2011). Serious games: Are tlzetyqf the solution in the domain of cognitive
rehabilitation. Apresentado no “Second Internati@@nference, SGDA 2011", Lisboa, Portugal.

Dores, A. R., Carvalho, |.P. Barbosa, F., de Sous& Castro-Caldas, A. (2011). Computer-
Assisted Rehabilitation Program — Virtual Realit@ARP-VR): A Program for Cognitive

Rehabilitation of Executive Dysfunction. PreseniedFirst International Conference on Virtual
and Networked Organizations, Emergent TechnolagyielsTools”, Ofir, Portugal.

Dores, A. R., Martins, C., Barbosa, F., de Sousa& ICastro-Caldas, A. (2011). A Systematic
Review of Executive Functions. Apresentado no “Ti2¢h European Congress of Psychology
Istanbul 2011", Istanbul, Turkey.

Dores, A. R., Oliveira, M.Q., Marques, A., de Squka& Castro-Caldas, A. (2011). Virtual
Reality in Rehabilitation: A Systematic Review. §rted in “The 12th European Congress of
Psychology Istanbul 2011", Istanbul, Turkey.

Dores, A.R. Monteiro, L., Reis, M., Ribeiro, E., €loo, C., Leitdo, M., Castro-Caldas, A. &
Barbosa, F. (2011). Effects of emotional valencg @idimensionality of visual stimuli on brain
activation: an fMRI study. Presented in “The 12tliwr@pean Congress of Psychology Istanbul
2011", Istanbul

Dores, A.R., Carvalho, I., Almeida, I., Guerrei, Barbosa, F., de Sousa, L. & Castro-Caldas,
A. (2011). One step forward: the test of a protetyPresented in “8th Conference of
Neuropsychological Rehabilitation”, WFNR, New Zeada

Duarte Ferreira R, Peralta R, Bentes C. Study®ftttcadian pattern of seizures in patients with
mesial temporal lobe epilepsy in ambulatory cafisst Meeting of the European Neurological
Society, Lisboa, 28-31 of May 2011. (Poster prestént)

Faria Abreu L, Canhdo P, Stam J, Bousser M-G, Bgedmrementeria F, Ferro J; ISCVT
Investigators. Lumbar puncture is not harmful itigeets with cerebral venous thrombosis. 21st
Meeting of the European Neurological Society, La&bdortugal. May 28-31, 2011 (Oral
presentation).

Ferreira L, Paiva T. Effect of sleep fragmentation congenital deaf. WASM - World
Association of Sleep Medicine and CSS — CanadiaesiSociety Congress in Quebec City,
Canada, September 10 to 14, 2011 (Poster presamtati

Fonseca AC, Sampaio Matias J, Melo TP, Pires @nh&o P, Geraldes R, Ferro JM. Time
course of N-terminal pro-brain natriuretic peptideacute ischemic stroke. 20th European Stroke
Conference, Hamburg, Germany. May 24-27, 2011 (@redentation)

Fonseca AC, Geraldes R, Melo TP. Posterior reMerghcephalopathy syndrome in a patient
with Guillain-Barre” syndrome. 21st Meeting of tB®iropean Neurological Society, Lisboa,
Portugal. May 28-31, 2011 (Poster presentation).

Fonseca AC, Segal H, Burgess Al, Poole D, Roth®®Il Potential of brain natriuretic peptide
(BNP) to identify TIA and stroke due to occult atrfibrillation: population-based study. 20th
European Stroke Conference, Hamburg, Germany. M&3/72 2011 (Poster presentation)
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Fonseca M, Canhéo P. Early vascular risk after Tnparison between a weekly and daily TIA
clinic. 21st Meeting of the European Neurologicacisty, Lisboa, Portugal. May 28-31, 2011
(Oral presentation).

Foreid H, Pimentel J, Pires C, Peralta R, BentesAtbuquerque. Posterior reversible
encephalopathy manifested by refractory statuspgfiils in two patients under chemotherapy.
Meeting SE Oxford 2011 (Poster presentation)

Foreid, H., Pires, M.C., Peralta, R., Bentes, @nemtel, J., Albuquerque, L. Posterior reversible
encephalopathy manifested by refractory statuspgiiius in two patients under chemotherapy.
Twenty-first Meeting of the European Neurologicaictety, Lisboa, May 28-31, 2011 (Poster
presentation).

Foreid, H., Simas, N., Costa, P., Gananca, L., MsnR., Moitinho, M., Guerreiro, G., Guedes,
L., Barroso, C., Albuquerque, L. Multiple meningiagwith venous sinus invasion manifested
by intracranial hypertension. Twenty-first Meetioigthe European Neurological Society, Lisboa,
May 28-31, 2011 (Poster presentation).

Gameiro J, Ferro J, Barinagarrementeria F, BouddeB, Canhdo P, Stam J; ISCVT
Investigators. Isolated headache in cerebral vaimonmbosis: prognosis of early and late
presentations. 21st Meeting of the European Negiwdb Society, Lisboa, Portugal. May 28-31,
2011 (Poster presentation).

Geraldes R, Costa P, Neto L, Almeida V, Melo TRh&emic stroke associated to acute cocaine
and amphetamine abuse: a case with angiographimdoted intracranial artery stenosis. 21st
Meeting of the European Neurological Society, Lesb®ortugal. May 28-31, 2011 (Poster

presentation).

Geraldes R, Fonseca AC, Canhao P, Melo TP. Whyvdigerform a lumbar puncture in a young
patient with ischaemic stroke? 21st Meeting of Ewwopean Neurological Society, Lisboa,
Portugal. May 28-31, 2011 (Poster presentation).

Goncgalves-Ferreira A, Rainha Campos A, Carvalhbdletgado C, Bentes C, Peralta R, Pimentel
J. Amygdalohippocampectomy: surgical technique aesults. 29th International Epilepsy
Congress, Rome, 28 August — 1 September 2011 .gRossentation)

Lauterbach M. “Recovery from acquired childhood aga (ACA) — a long term follow-up over
20 years”. Federation of European Societies of dlgsychology (ESN), September 7-9, 2011
(Poster presentation)

Machet A, Fonseca A, Naggara O, Fustier A, Touzedelerc A, Mas JL, Pruvo JP, Oppenheim
C, Méder JF. Traitment par anticoagulants pourdissection artérielle cervicale, influence sur
le volume de I'hématome mural. Congrés 2011, Jegriéancaises de Radiologie. Paris, France.
October 21-25, 2011 (Poster presentation).

Marques, J., Costa, S., Firmo, C., Albuquerque, Aronica, E., Pimentel, J. Atypical
teratoid/rhabdoid tumour in an adult. Twenty-fik&teting of the European Neurological Society,
Lisboa, May 28-31, 2011 (Poster presentation).

Martins M, Williams AH, Alarcon-Riguelme M, AnayaJ) Bae SC, Boackle SA, Criswell LA,
Gilkeson GS, Kamen DL, Jacob CO, James JA, AdleKdlly JA, Kimberly RP, Edberg JC,
Vila LM, Petri M, Ramsey-Goldman R, Comeau ME, 2égl, Marion MC, Merrill JT, Gaffney
PM, Niewold TB, Tsao BP, Freedman BI, Glenn SB,lejadB, Langefeld CD, Fesel C. Genetic
association of SLE withCD247 (CD3). Poster presentation at the European Conference
“Genomics of Complex Diseases: New Challenges’n&da, Spain, 12-13 May 2011.
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Martins, M.J. Visual Recursion: Developing a newtmel. Language and Recursion, Mons,
Belgium, March 14-16, 2011 (Oral presentation)

Maruta, C., Freitas, V., Chester, C. , Martins I@inical application of a short version of
California Verbal Learning Test for the diagnosfsntemory impairment. ZiMeeting of the
European Neurological Society, Lisbon, May 28-311, 2(Poster presentation)

Mason RH, Metha Z, Fonseca C, Stradling R, Rothwéll. Snoring and carotid atheroma.
American Thoracic Society 2011 International Coefee. Dever, USA. May 13-18, 2011.
(Poster presentation).

Neutel D, Peralta A, Bentes C, Mestre T. Hypersanamid Celiac Disease 1EFNS Congress,
Budapest Hungary, September 2011 (Poster presmmjtati

Neutel D, Peralta A, Valadas A, Coelho M, BentesSEizures and tics with a similar motor
phenomenology 21st Meeting of the European NeurcdbdSociety, Lishoa 28-31 May 2011
(Poster presentation)

Nunes de Oliveira S, Bras A, Ferro J. Amnesic symdr after infarction of the rostrum corpus
callosum anterior fornix. 21st Meeting of the Ewgap Neurological Society, Lisboa, Portugal.
May 28-31, 2011 (Poster presentation).

Nunes de Oliveira S, Toste J, Nave M, Ferro J. Himistroke due to left ventricular metastastic
sarcoma. 21st Meeting of the European Neurolo@oaiety, Lisboa, Portugal. May 28-31, 2011
(Poster presentation).

Paiva T, Bugalho P, Bentes C. Dreaming and cogniiio patients with fronto-temporal
dysfunction. WASM — World Association of Sleep Meide and CSS — Canadian Sleep Society
Congress in Quebec City, Canada, September 10 #2014 (Poster presentation)

Pires MC, Foreid H, Peralta R, Ferreira C, Barr@sé-erro J. Rapidly progressive dementia due
to leukocytoclastic vasculitis of the central narsosystem. 21st Meeting of the European
Neurological Society, Lisboa, 28-31 of May 201logter presentation)

Pires, C., Ferreira, M., Silvestre, A.R., VilarinHa, Evangeslista, T. Mitochondrial myopathy
and associated inflammatory changes in an adulergatvith a m.4317A>G mutation. 16
International Congress of the World Muscle Sociétimancil, October 18-22, 2011 (Poster
presentation).

Pires, C., Silvestre, A.R., Vilarinho, L., Evangédi, T. Autosomal dominant chronic progressive
ophthalmoplegia (adPEO) and lung adenocarcinomaisijocompound heterozygous POLG1
mutations. 18 International Congress of the World Muscle Sogidthmancil, October 18-22,
2011 (Poster presentation).

Pires, M.C., Ferreira, M., Silvestre, R., Vilarinha, Evangelista, T. Mitochondrial myopathy
and associated inflammatory changes in an aduiergatvith a m.4317A>G. Twenty-first
Meeting of the European Neurological Society, Leshday 28-31, 2011 (Poster presentation).

Pita Lobo P, Neutel D, Peratal R, Bentes C, Piglehtlsolated nocturnal choking: an ictal sign
15th EFNS Congress, Budapest Hungary, Septembér(Baister presentation)

Pita Lobo P, Pinho e Melo T. Prediction of riskinfracerebral hemorrhage in patients with
ischemic stroke treated with IV T-PA with 3H — Ajmgltion of the “Hat score” in a stroke unit.
20th European Stroke Conference, Hamburg, GernMay.24-27, 2011 (Oral presentation).

Pita Lobo, P., Evangelista, T., Silvestre, R., @i¢#&o, |I. Vasculitic neuropathy after Hansen
disease: coincidence or cause? Twenty-first Meetihdhe European Neurological Society,
Lisboa, May 28-31, 2011 (Poster presentation).
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Pompili, A., Abad, A., Trancoso, l., Fonseca, Jartihs, |.P., Leal, G., Farrojota, L. An on-line
system for remote treatment of aphasid.VEorkshop on Speech and Language Processing for
Assistive Technologies, Edinburgh, Scotland, UkKyel80, 2011 (Oral presentation)

Rodriguez-Yafiez M, Santos-Garcia D, Arias S, Férrbopez-Ferreiro A, Santamaria M, Leira
R, Castillo J, Blanco M. Cerebral vascular calafion as a predictor of vascular recurrence in
patients with ischemic stroke. 20th European Sti©keference, Hamburg, Germany. May 24-
27, 2011 (Oral presentation).

Rosa, R., Maruta, C., Martins |.P. Contributionaoffest of Famous Faces to the diagnosis of
cognitive impairment and dementia.*Meeting of the European Neurological Society, Lisbo
May 28-31, 2011 (Poster presentation)

Rybarczyk, Y., Fonseca, J. Tangible interface foelabilitation of comprehension in aphasic
patients. 11 European AAATE Conference. Maastricht, Holland gast 31-September 2, 2011
(Oral presentation)

Rybarczyk, Y., Martins, R., Fonseca, J. Plateforentdhitement multimodal des symptéomes
aphasiques. lére édition du Symposium sur I'Ingénigke I'Information Médicale, SIIM 2011
Toulouse, Francdlune 9-10, 2011 (Oral presentation)

Silvestre, A.R., Machado, M., Vilarinho, L., CortEinto, H., Evangelista, T. Effect of morbid
obesity in skeletal muscle and its association wigilin resistance. Y6international Congress
of the World Muscle Society, Almancil, October 182011 (Poster presentation).

Sousa, A., Pires, M.C., Roque, R., Pimentel, J.ebymyoplastic neuroepithelial tumour:
recurrence as a different tumour after 22 yearserfyfirst Meeting of the European
Neurological Society, Lisboa, May 28-31, 2011 (Bpgresentation).

Teodoro T, Geraldes R, Melo TP. Internal carotitérgr thrombus in a case of acute carbon
monoxide intoxication. 21st Meeting of the Europédeurological Society, Lisboa, Portugal.
May 28-31, 2011 (Poster presentation).

Communications in National Conferences

Abrantes P, Henriques-Coelho T, Oliveira SA, Bedsmteiro A, Jacinto A. Unlocking the
genetic etiology of nonsyndromic cleft lip with without cleft palate. Poster presentation at the
15" Meeting of the Portuguese Human Genetics Sodiéion, 10-12 Nov. 2011.

Almeida V, Peralta R, Bentes C, Grupo de CirurgiaEpilepsia do Hospital de Santa Maria.
Sintomas psicéticos agudos durante a monitorizagdeo — EEG. 23° Encontro Nacional de
Epileptologia. Lisboa Hotel Sana |, Lisboa, 18tk 48th of March 2011. (Poster presentation)

Almeida V, Pita Lobo P, Barroso C, Conceicdo |, M&lP. Miopatia dos cuidados intensivos
numa unidade de AVC. 5° Congresso Portugués do ARMZto, February 3-5, 2011 (Oral
presentation)

Almeida, V., Campos, A., Bentes, C., Morgado, Guuleiro, C., Pimentel, J. Encefalite auto-
imune “tratada” por cirurgia da epilepsia. 23° Emoo Nacional de Epileptologia, Lisboa, March
18-19, 2011 (Poster presentation).

Almeida, V., Peralta, R., Barroso, C., Reiméo,Bntes, C., Pimentel, J. Sinal do pulvinar —
nem sempre a variante da Doeng¢a de CreutzfeldbJ&angresso de Neurologia 2011, Lisboa,
November 3-5, 2011 (Poster presentation).
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Antunes A, Gouveia R, Albuquerque L, Peralta R, @3aWartins |, Bentes C. Epilepsia
Precursora de Acidente Vascular Cerebral Hemomwagig® Encontro Nacional de Epileptologia.
Lisboa Hotel Sana, Lisboa, 18th and 19th of Mar@hl2 (Poster presentation)

Antunes AP, Geraldes R, Canhdo P. Alucinacdes igiseiasquémia no territério da artéria
coroideia anterior. Congresso de Neurologia 201likbda, November 3-5, 2011. (Poster
Presentation)

Antunes, A.P., Martins, I.P., Albuquerque, L., P&aR., Gil-Gouveia, R., Bentes, C. Epilepsia
precursora de acidente vascular cerebral hemoo.agB® Encontro Nacional de Epileptologia,
Lisboa March 18-19, 2011 (Oral presentation)

Barbosa, F., Almeida, I., Castro-Caldas, A., Do#esR., Guerreiro, S., Martins-Rocha, B., &
Vicente, S.G. (Dezembro, 2011). Evidence-based @urdpsychological Rehabilitation:
contributions from brain imaging and electrophysigl, Brain Imaging Network — 2nd Annual
Meeting, Coimbra.

Canas, N., Bentes, C., Pimentel, J., pelos grugosirdrgia da epilepsia do Hospital de Santa
Maria e Hospital Egas Moniz. Dindmica electroenlogfic@fica ictal quando a esclerose mesial
temporal constitui a zona epileptogénica. 23° Etroddacional de Epileptologia, Lisboa, March
18-19, 2011 (Oral presentation).

Coelho M, Mestre T, Rosa MM, Ferreira JJ, Hemipahhismo pos-traumatico com wearing-
off, 22 Reunido da Sociedade Portuguesa das Deeachlovimento, Coimbra, Portugal, April
1-2, 2011

Correia M, Fonseca AC, Canhéo P. prognéstico dioeaies neuroldgicos transitérios de dificil
classificacdo. 5° Congresso Portugués do AVC, Pedbruary 3-5, 2011 (Oral presentation)

Costa J, Fareleira F, Ascencédo R, Borges M, Santpaitaz Carneiro A, Clinical comparability

of the new antieplileptic drugs in refractory palrteplilepsy: a systematic review and meta-
analisys, 23° Encontro Nacional de Epileptologihisbon, Portugal, March 18, 2011 (oral
communication)

Farrajota, L., Maruta, C., de Mendonga, A., Martih®., Guerreiro, M. Speech therapy in
primary progressive aphasia: a pilot study. 25%&udo Grupo de Estudos de Envelhecimento
Cerebral e Deméncias. Hotel dos Templarios, June2B11 (Oral presentation)

Fernandes R, Aspectos farmacolégicos da terapéogideitrica. UCF — Saude da Crianca e da
Familia, Lisboa, December 16, 2011.
Fernandes R. Interventions and outcomes in climicalinical trials of bronchiolitis,

Ferreira JJ, Estudo PrevPark: estudo epidemiolédgcavaliacdo da prevaléncia de doenca de
Parkinson em Portugal, 22 Reunido da Sociedadeudtmsa das Doencas do Movimento,
Coimbra, Portugal, April 1-2, 2011

Fonseca AC, Cruz VT, Geraldes R, Pinho e Melo Dbniro endoluminal associado a anemia
ferropenica como causa de acidente vascular céisfptegmico. Congresso de Neurologia 2011.
Lisboa, November 3-5, 2011. (Poster Presentation)

Fonseca M, Canhao P. Risco precoce de AVC em dandal AIT diaria versus semanal. 5°
Congresso Portugués do AVC, Porto, February 3-5]1 Z0ral presentation)

Fonseca, J. Gaguez Adquirida por lesdo cereb@hadas “A Linguagem da Voz".
Comemoracdes do Dia Mundial da Voz. Grande Auditdo Edificio Egas Moniz na Faculdade
de Medicina de Lisboa, Hospital de Santa Maria.ilAgy, 2011 (Oral presentation)
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Fonseca, J., Abad, A., Leal, G., Farrajota, L., pitimA., Trancoso, |. Martins, I.P. Vithea.
Sistema online parac tratamento da afasia. EncalosoT écnicos de Diagndstico e Terapéutica.
Edificio Egas Moniz, Faculdade de Medicina de b&bUniversidade de Lisboa. Lisboa,
November 12, 2011 (Poster presentation)

Fonseca, J., Leal, G., Farrajota, L., Aguiar, Mn$eca, I., Lauterbach, M., Goncalves, L., Ferro,
J., Martins, I.P. A Terapia da Fala na afasia éaeff Que dificuldades para comprova-lo? 5°
Congresso Portugués do AVC da Sociedade Portugleegaidente Vascular Cerebral, Centro

de Congressos do Porto Palacio Hotel, February28EL (Oral presentation)

Fonseca, J., Martins, F. Exercicio de analise fmeaplicado a um caso de sindrome de sotaque
estrangeiro. Encontro dos Técnicos de Diagnosticdeeapéutica. Edificio Egas Moniz,
Faculdade de Medicina de Lisboa, Universidade dbda. Lisboa, November 12, 2011 (Poster
presentation)

Fonseca, J., Rybarczyk, Y., Martins, R. Lislingodgtama multimodal para o tratamento da
afasia. Encontro dos Técnicos de Diagnoéstico epBeitica. Edificio Egas Moniz, Faculdade de
Medicina de Lisboa, Universidade de Lisboa. Listdayember 12, 2011 (Poster presentation)

Fonseca, J., Vigéario, M. Impacto de uma lesédo cefreho processamento de informagéo
prosédica: resultados preliminares. Encontro dasités de Diagnostico e Terapéutica. Edificio
Egas Moniz, Faculdade de Medicina de Lisboa, Usidade de Lisboa. Lisboa, November 12,
2011 (Poster presentation)

Geraldes R, Fonseca AC, Canhao P, Melo TP. Pomgdezspunc¢do lombar hum doente jovem
com AVC isquémico? 5° Congresso Portugués do AV@toP February 3-5, 2011 (Poster
presentation)

Gil-Gouveia R, Nunes de Oliveira S, Ferro JM. Gaifalortostatica sem hipotensdo do LCR.
Congresso de Neurologia 2011. Lisboa, November2®5]. (Poster Presentation)

Guedes LC, Ferreira JJ, Ataxia telangiectasica wdamgietcasias, Congresso de Neurologia
2011, Lisboa, November 3-5, 2011 (poster)

Henriques |, Diez-Tejedor E, Ferro JM. Isquémigebeal aguda, hipotermia e hibernacao: papel
dos inibidores da fosforilagdo oxidativa. 5° CosgrePortugués do AVC, Porto, February 3-5,
2011 (Poster presentation)

Henriques |, Gutiérrez-Fernandez M, Rodriguez-r@pExposito-Alcaide M, Alvarez-Grech J,
Diez-Tejedor E, Ferro J. Inhibitors of oxidative ophhorilation in acute ischemic stroke:
preliminary data rats. Congresso de Neurologia 2Q4i4boa, November 3-5, 2011. (Oral
Presentation)

Lauterbach, M. Neuroplasticity and acquired chilothaphasia (ACA)- a fMRI study. Brain
Imaging Interest Group (BIIG), Instituto Superiogchico, Lisboa, July 19, 2011. (Oral
presentation)

Leal, G., Farrajota, L., Fonseca, J., FonsecaAgujar, M., Gongalves, L., Lauterbach, M., Ferro,
J., Martins, |.P. Terapia da Fala na afasia: ift@nsu convencional? 5° Congresso Portugués do
AVC da Sociedade Portuguesa do Acidente VasculeelCal, Centro de Congressos do Porto
Palacio Hotel, February 3-5, 2011 (Oral presentatio

Mares, I., Martins, I.P Efeito do contacto ocular momeac¢éo das faces famosas. Congresso de
Neurologia 2011. O cérebro e os sentidos. Sanaoaidtiotel. Lisboa, November 3-5, 2011
(Poster presentation)

Martins M, Rosa A, Guedes LC, Fonseca BV, Gotova¥iklante S, Mestre T, Coelho M, Rosa
MM, Martin ER, Vance JM, Outeiro TF, Wang L, Borake F, Ferreira JJ, Oliveira SA.
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Convergence of miRNA Expression Profilingsynuclein Interacton and GWAS in Parkinson’s
Disease. Platform presentation at th& Meeting of the Portuguese Human Genetics Society,
Lisbon, 10-12 Nov. 2011.

Martins, I.LP Ximenes, M.J. Perturbacdes da lingoagke causa neuroldgica. Il Reunido do
Centro Materno Infantil do Norte. XXIll Reunido dtospital de Criangas Maria Pia. Hospital
Maria Pia, Centro Hospitalar do Porto, November221,1 (Oral presentation)

Martins, I.P., Goucha, T., Mares, |., Antunes, Adldra de inicio tardio e aura de inicio tipico: a
mesma? Congresso de Neurologia 2011. O cérebrosentiglos. Sana Lisboa Hotel. Lisboa,
November 3-5, 2011 (Poster presentation)

Martins, R., Rybarczyk, Y., Fonseca, J. Jogo 3 peaatar doente afasicos. Videojogos 2011. 42
Conferéncia anual em Ciéncia e Arte dos VideojoBepartamento de Ciéncia de Computadores
da Faculdade de Ciéncias e de Engenharia da Udiadesdo Porto. Porto, December 2-4, 2011
(Poster presentation)

Martins-Rocha, B., Almeida, I., Guerreiro, S., Daré. R., Vicente, S.G., Barbosa, F., Cunha,
G., Castelo-Branco, M., & Castro-Caldas, A. (Novemt2011). Changes in fMRI at selective
attention following neuropsychological rehabilitatiin brain injury: A case study, Il Simpésio
Internacional de Neuropsicologia e ReabilitagddaGa

Moitinho M, Fonseca AC, Geraldes R, Melo TP. Diagfiab inaugural de lUpus eritematoso
sistémico em doentes jovens com AVC isquémico. &Ageesso Portugués do AVC, Porto,
February 3-5, 2011 (Poster presentation)

Neutel D, Coelho M, Bentes C, Barroso C, Piment#erturbacdo da Consciéncia por
hiperamonemia secundéria a terapéutica com Valprdat S6dio” — Hotel Viva Marinha -
Cascais, September 2011. (Oral presentation)

Neutel, D., Pires, C., Teodoro, T., Coelho, M., &mel, J., Albuquerque, L. Gliomatose cerebri
lentamente progressiva. Congresso de Neurologid,20%boa, November 3-5, 2011 (Poster
presentation).

Oliveira, V., Leal, G., Martins, |.P. Afasia p6sdBeccao Carotidea. 5° Congresso Portugués do
AVC da Sociedade Portuguesa do Acidente VasculeelCal, Centro de Congressos do Porto
Palacio Hotel, February 3-5, 2011 (Oral presentatio

Pimentel, J. A terapéutica actual da epilepsiaF@um “Boas Praticas na Saude Mental,
Coimbra, October 3-4, 2011 (Oral presentation).

Pires, C., Ferreira, M., Silvestre, A.R., Vilarinhb., Evangelista, T. Miopatia mitocondrial
associada a alteragdes inflamatérias num adulto eormutacdo m.4317A>G. Sociedade
Portuguesa de Estudos de Doencas Neuromusculaesifi®@ de Primavera), Coimbra, May 26,
2011.

Pita Lobo, Melo TP. Risco de transformacdo hemdareagos doentes com AVC isquémico
tratados com rt-PA — Aplicacdo do “HAT score” na W& do Hospital de Santa Maria. 5°
Congresso Portugués do AVC, Porto, February 3-b1 ZPBoster presentation)

Rato, J.R. & Castro-Caldas, A. (2011). Bateria deliacdo neuropsicolégica pré-escolar de
Lisboa: O contributo da avaliacdo neuropsicologiagdentificagdo do sentido do namero. VI
Congresso Iberoamericano / XV Conferéncia Inteoradi Avaliagdo Psicolégica: Formas e
Contextos, Universidade de Lisboa, Lisboa, 25-23udeo.

Rego Sousa P, Geraldes R, Evangelista T, Pinhole MeTerapéutica com rt-PA intravenoso
em gravidas com acidente vascular cerebral. Cosgrés Neurologia 2011. Lisboa, November
3-5, 2011. (Poster Presentation)
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Rocha, L., Fonseca, J. Micro analise de um discus8oCongresso Portugués do AVC da
Sociedade Portuguesa do Acidente Vascular Cerebegltro de Congressos do Porto Palacio
Hotel, February 3-5, 2011 (Oral presentation)

Rybarczyk, Y., Martins, R., Fonseca, J. Multimetharapeutic tool for Portuguese aphasics.
International Conference exp.at'll. Fundacdo Céto@ulbenkian, Lisbon, November 17-18,
2011 (Oral presentation)

Santos, M.M., Roque, L., Faria, C., Martins, c.méntel J. STAT3: Um potencial alvo
terapéutico nos gliomas de alto grau. 27° CongrdasBociedade Portuguesa de Neurocirurgia,
Figueira da Foz, May 19-21, 2011 (Oral presentation

Xavier JM, Krug T, Shahram F, Davatchi F, JesuB&celos F, Vedes J, Salgado M, Sadeghi B,
Abdollahi S, Nadji A, Shafiee NM, Ghaderi F, Pal, Crespo J, Oliveira SA. Gene expression
and association studies implicate EREG-AREG and NRGsusceptibility to Behcet's Disease.
Poster presentation at the"l@eeting of the Portuguese Human Genetics Sodigspon, 10-12
Nov. 2011.

Xavier JM, Shahram F, Davatchi F, Rosa A, Abdoll&hiNadji A, Shafiee NM, Ghaderi F,
Oliveira SA. Association study of IL10 and IL23R42RB2 in Iranian Behcet's disease patients.
Poster presentation at the"@eeting of the Portuguese Human Genetics Sodiéspon, 10-12
Nov. 2011

Organisation of Conferences

Bentes C. Cientific comission of the 23° Encontracidnal de Epilepsia. Lisboa Hotel Sana,
Lisboa, 18th and 19th of March 2011

Castro-Caldas A, Debate ICS “Saber Estudar - Sabegialunos aprender?, Universidade
Catolica Portuguesa, Lisbon, January 20th 2011

Castro-Caldas A, | Conferéncia Internacional sébrermagem Geriatrica (CIEG), Fundacéo D.
Pedro IV - Universidade Catodlica Portuguesa, Lisloctober 28th, 2011

Castro-Caldas A, Il International Symposium on Ng@sychology and Rehabilitation, CRPG —
Gaia, November 24th and 23011

Castro-Caldas A, Ill Jornadas Ibéricas sobre a Doele Alzheimer, Alzheimer Portugal, UCP,
October 20th and 21st, 2011

Castro-Caldas A, International Conferences on Nmychology, Dr. Katja Wiech, "Neral
Mechanisms of Cognitive-affective Pain ModulatiodCP, March 28 2011

Castro-Caldas A, International Conferences on Nmychology, Dr. Usha Goswami, "Brain,
Science and Education”, UCP, Februar{ 2811

Castro-Caldas A, International Conferences on Nmyrchology, Professor Michael Corballis,
"The Origins of Language”, UCP, Novembef"28011

de Mendonca, A. Reunido do Grupo de Estudos dellguienento Cerrebral e Deméncias,
Tomar, Junho 2011.

Ferreira JJ, Course Director of the course lliché#g Course in Movements Disorders of the
Neurological Clinical Research Unit, Lisbon, Instit de Medicina Molecular, May 21, 2011

Ferreira JJ, Course Director of the course: “Sedosttuto de Medicina Molecular Botulinum
Toxin Training Course”, Lisbon, Portugal, NovemBef011.
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Ferro JM. Chaiperson. 21st Meeting of the EuropNanrological Society, Lisboa, Portugal.
May 28-31, 2011.

Fonseca, J. Encontro dos Técnicos de Diagnésticbempéutica. Edificio Egas Moniz,
Faculdade de Medicina de Lisboa, Universidade dkda. Lisboa, November 12, 2011.

Lauterbach, M. Encontro anual da Seccdo de Neueoldg Comportamento no ambito da
Sociedade Portuguesa de Neurologia. Congresso welbigia 2011. Sana Lisboa Hotel. Lisboa,
November 3-5, 2011.

Oliveira V. Congresso de Neurologia 2011. Lisbaatiyal. November 3-5, 2011.

Oliveira, S. Co-organizer of the ESF-ITQB Workshtiasic Experimental Techniques in
Biological Dynamics”, at ITQB, Oeiras, Portugal §55eptember 2011), sponsored by European
Science Foundation.

Internationalization

Bousser MG, Amarenco P, Chamorro A, Fisher M, Hoitbx KM, Hennerici MG, Mattle HP,
Rothwell PM, de Cordole A and Fratacci MD; PERFOR3fudy Investigators (2011)
Terutroban versus aspirin in patients with cerels@iaemic events (PERFORM): a randomised,
double-blind, parallel-group triaLancet377, 2013-2022. (Journal IF: 33.633)

de Mendonca A. is coordinator of the EADC — Euraopddzheimer's Disease Consortium -
centre in Lisbon.

de Mendonga A. is national representative in then®gia Panel of the EFNS — European
Federation of Neurological Societies.

Dennis M, Mordi N, Graham C and Sandercock P; Cloials Collaboration (2011) The timing,
extent, progression and regression of deep veiontbosis in immobile stroke patients:
observational data from the CLOTS multicenter ramided trials.J Thromb Haemos, 2193-
2200. (Journal IF: 5.349)

Dennis M, Sandercock P, Reid J, Graham C, Murray&)ables G, Rudd A and Bowler G;
CLOTS Trials Collaboration (2011) Can clinical fe@s distinguish between immobile patients
with stroke at high and low risk of deep vein thbmsis? Statistical modelling based on the
CLOTS trials cohorts] Neurol Neurosurg PsychiatB82, 1067-1073. (Journal IF: 4.791)

Ferreira JJ Co-chair of the Membership and Publations Committee of MDS
Ferreira JJ is the Science Director of the Europdamtington Disease Network.

Ferreira JJ, Member of European Cooperation irfighe of Scientific and Technical Research -
COST

Ferreira JJ, Member of the Movement Disorders $pdiask Force on Tremor

Lépez-Sendon JL, Royuela A, Trigo P, Orth M, LamfjeReilmann R, Keylock J, Rickards H,
Piacentini S, Squitieri F, Landwehrmeyer B, Witfsse MN, Jurgens CK, Roos RA, Abraira V,
de Yébenes JG; and the European HD Network. Whheigmpact of education on Huntington's
disease™ov Disord 2011 Jul;26(8):1489-95. doi: 10.1002/mds.233Bpub 2011 Mar 22.
(Journal IF:4.480)

Mishra NK, Ahmed N, Davalos A, Iversen HK, Melo $pinne L, Wahlgren N and Lees KR;
SITS Collaborator; VISTA Collaborator (2011) Throotysis outcomes in acute ischemic stroke
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patients with prior stroke and diabetes mellithgurology 77, 1866-1872. (Journal IF: 8.017,
Citations: 0)

Orth M; European Huntington's Disease Network, Heym@®J, Schwenke C, Dunnett S, Wild EJ,
Tabrizi SJ, Landwehrmeyer GB. Observing Huntingtodisease: the European Huntington's
Disease Network's REGISTRY.Neurol Neurosurg Psychiati3011 Dec;82(12):1409-12. Epub

2010 Nov 19. (Journal IF: 4.791)

Rickards H, De Souza J, van Walsem M, van DuijSiEjpson SA, Squitieri F, Landwehrmeyer
B; European Huntington's Disease Network. Factoalysis of behavioural symptoms in
Huntington's diseasd.Neurol Neurosurg Psychiatr2011 Apr;82(4):411-2. (Journal IF: 4.791)

Rickards H, Souza JD, Crooks J, van Walsem MR,ain E, Landwehrmeyer B, Squitieri F,
Simpson SA. Discriminant Analysis of Beck Depresdiventory and Hamilton Rating Scale for
Depression in Huntington's DiseageNeuropsychiatry Clin Neuros@011 Sep 1;23(4):399-402.
(Journal IF:2.34)

Saft C, Epplen JT, Wieczorek S, Landwehrmeyer GB&YsRRA, de Yebenes JG, Dose M, Tabrizi
SJ, Craufurd D; REGISTRY Investigators of the Ewap Huntington's Disease Network,
Arning L. NMDA receptor gene variations as modisidn Huntington disease: a replication
study.PLoS Curr 2011 Oct 4;3 (Journal IF:4.411)

Sampaio C, Ferreira JJ - Cochrane collaboratiom-gtioup host one of the movement disorders
review groups

Sampaio C, Ferreira JJ - Movement Disorders Soeidtyld leading positions in the Society and
are heads of lines of work with the society at aldwaide level.

Vaccarino AL, Anderson K, Borowsky B, Duff K, Gialo J, Guttman M, Ho AK, Orth M,
Paulsen JS, Sills T, van Kammen DP, Evans KR; PREEMD and REGISTRY Investigators
Coordinators. An item response analysis of the matw behavioral subscales of the unified
Huntington's disease rating scale in Huntingtoreali® gene expansion carridviov Disord
2011 Apr;26(5):877-84. (Journal IF:4.480)

Prizes, honours and awards

“Best oral presentation” of the “5° Congresso fgu€s do AVC” to Fonseca M, Canhao P.
Risco precoce de AVC em consulta de AIT diariavgsemanal.

“Junior Clinical Research/ Career Development Aw20d 1" of the “Harvard Medical School-
Portugal Program” to Ana Catarina Fonseca

“Prémio Jodo Alfredo Lobo Antunes” of the “SociedaBlortuguesa de Neurologia” to Bruno
Miranda.

2° Prize — Prize Florbela Espanca: Bentes C, Goftaralta R, Pires J, Sousa P, Paiva T. “Dream
recall frequency and content in patients with Terapbobe Epilepsy”.

Basic Research Prize 2011 awarded by the Portugesety of Human Genetics (2011) for the
work entitled “Convergence of miRNA Expression Hiof, a-synuclein Interacton and GWAS
in Parkinson’s Disease” by Martins M, Rosa A, Gueld€, Fonseca BV, Gotovac K, Violante S,
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Mestre T, Coelho M, Rosa MM, Martin ER, Vance JWitéro TF, Wang L, Borovecki F,
Ferreira JJ, Oliveira SA.

First prize from Liga Portuguesa Contra a Epilep&iall, Costa J, Fareleira F, Ascencédo R,
Borges M, Sampaio C, Vaz Carneiro A, Clinical conaidlity of the new antieplileptic drugs in
refractory partial eplilepsy: a systematic reviewd aneta-analisys,

Prize for best oral communication on the sessibralogos em Epilepsia — Neutel D, Coelho M,
Bentes C, Barroso C, Pimentel J.“ Perturbacdo des€@éncia por hiperamonemia secundaria a
terapéutica com Valproato de Sédio” — Hotel Vivaria - Cascais, September 2011.

Prize of LPCE to best poster presentation: AlmeijaCampos A, Bentes C, Morgado C,
Loureiro C, Pimentel J, “Encefalite auto-imune ta@a” por cirurgia da epilepsia” on the 23°
Encontro Nacional de Epileptologia. Lisboa Hoteh&al8th and 19th of March 2011.

Industry contract research
Clinical trials

2007/ - PERFORM- Principal Investigator - PatriC&nhao, Servier
2008/ - ICTUS Principal Investigator - €sa Pinho e Melo, Ferrer International

2008/ - A randomized, double-blind, placebo-comdal parallel-group study to investigate
efficacy and security of Bapineuzumab (AAB-001, BEII$727) in Subjects with severe,
moderate and mild Alzeimer Diseasewho are not Ayogiioteina Ee4. Phase lll. (Pfizer

3133K1-3000-WW) National Coordinator A. Mendonca

2008/ - A randomized, double-blind, placebo-comdal parallel-group study to investigate
efficacy and security of Bapineuzumab (AAB-001, HIIS727) in Subjects with severe,
moderate and mild Alzeimer Disease who are Apolipteina Ec4. Phase lll. (Pfizer 3133K1-
3001-WW) National Coordinator A. Mendonca

2009/ - A Phase 3 Extension, Multicenter, Doublel Parallel-Group, Long-term Safety and
Tolerability Trial of Bapineuzumab (AAB-001, ELN1187) in Subjects With Alzheimer
Disease Who Are Apolipoproteindd Noncarriers and Participated in Study 3133K1-3000"
(3133K1 - 3002-WW) National Coordinator A. Mendonga

2009/ - A Phase 3 Extension, Multicenter, Doublel Parallel-Group, Long-term Safety and
Tolerability Trial of Bapineuzumab (AAB-001, ELN1187) in Subjects With Alzheimer
Disease Who Are not Apolipoproteing8 Noncarriers and Participated in Study 3133K1-3001
WW, (3133K1-3003-WW) National Coordinator A. Mendan

2009/2013 - TIMI - Principal Investigator - PatedCanhéao, Icon

2010/ A randomized of phase lll, double-blind, jgllac-controlled and multicenter study, to
investigate bevacizumab, temozolomida and radiather followed by bevacizumab and
temozolomida versus placebo, temozolomida and taeliapy followed by pacebo and
temozolomida in patients with recent diagnosis gifoblastoma. Coordinator: L. Albuquerque
(clinical trial AVAGLIO —B0O21990)

2010/ Clinical trial in AD with the histamine ;Heceptor antagonist, SAR110894D, Sanofi.
National Coordinator A. Mendonca
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Government/Organization contract research

Alexandre de Mendonca is scientific coordinatothef Direc¢édo Geral de Saude (DGS) guideline
on Cognitive Decline and Dementia.

Saposnik G, Barinagarrementeria F, Brown RD Jr,hnBaé CD, Cucchiara B, Cushman M,

deVeber G, Ferro JM, Tsai FY; American Heart Asatien Stroke Council and the Council on
Epidemiology and Prevention (2011) Diagnosis andagament of cerebral venous thrombosis:
a statement for healthcare professionals from tiverican Heart Association/American Stroke
Association.Stroke42,1158-1192. (Journal IF: 5.756)

Advanced teaching

Bentes C. Chairman of the meeting Hypersomnias Rerdisomnias of the Master Course in
Sleep Medicine, Lisbon, November 18, 2011.

Bentes C. Lecture the session “Arousal Parasomniasthe meeting Hypersomnias and
Parasomnias at the Master Course in Sleep MediEMEJL, 2011, November 18, 2011.

Bentes C. Participated at the Master Course in d$signces, FMUL, 2011.

Caeiro L. Diagnostic traps in post-stroke demer&pression, apathy, etc. European Master in
Stroke Medicine. Danube University Krems, KremsriAb4, 2011.

Caeiro L. How to evaluate cognition in the follow-wof stroke patients? European Master in
Stroke Medicine. Danube University Krems, KremsriAb4, 2011.

Caeiro L. Metodologia da descricdo de um caso masicoldégico. Master in Neurosciences,
University of Lisbon, Lisbon, May 4, 2011

Caeiro L. Presentation of a neuropsychological .c&3gopean Master in Stroke Medicine.
Danube University Krems, Krems, Abril 14, 2011.

Canhdo P. Estudos de coorte. Factores de riscacterda de prognéstico. Xl Master in
Neurosciences, University of Lisbon, Lisbon, Mag12

Canhéo P. Investigacdo clinica em neurociéncigmslie estudos. XI Master in Neurosciences,
University of Lisbon, Lisbon, May, 2011

Farrajota, L. “Reabilitacdo da afasia (APP)". DeatoProgramme Voice, Language and
Communication. FM da UL, Lisboa, March 25, 2011.

Ferreira JJ, aula em Programa de Doutoramento da€én Champalimaud

Ferreira JJ, Evidence based medicine, Training rarome in Pharmaceutical Medicine,
Pharmacoeconomics and healthcare economics, Uidades de Aveiro, Aveiro, April 29-30,
2011

Ferreira JJ, Masters in Neurosciences — Responfgibléhe Module Therapeutic Research in
Neurosciences, Faculdade de Medicina de Lisbod,-2012

Ferreira JJ, Métodos de Investigacao Il, InstidecCiéncias da Salde da Universidade Catdlica
de Lisboa, December 15, 2011

Ferreira L. Lectured the practical teaching Newjizo- Electroencefalograma e Monitorizagéo
Video — EEG. Clinical Girassol Luanda. May 17-2012.
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Ferreira L. Practical Session of PSG, at the MaStense in Sleep Medicine, FMUL, 2011

Ferro JM. Anxiety and disorders of emotional cohtiuropean Master in Stroke Medicine.
Danube University Krems, Krems, October 19, 2011.

Ferro JM. Delirium and related disorders. Europédaster in Stroke Medicine. Danube
University Krems, Krems, October 19, 2011.

Ferro JM. Estado vegetativo. XI Master in Neurasees, University of Lisbon, Lisbon, January
26, 2011.

Ferro JM. Estudos casos-controlo. XI Master in Meciences, University of Lisbon, Lisbon,
May, 2011

Ferro JM. Executive deficits. European Master irol8&t Medicine. Danube University Krems,
Krems, October 19, 2011.

Ferro JM. Mood disorders. European Master in Strbteicine. Danube University Krems,
Krems, October 19, 2011.

Ferro JM. Visual agnosias. European Master in $trisledicine. Danube University Krems,
Krems, October 19, 2011.

Guerreiro, M. “Cognitive rehabilitation” Master Meurosciences. FM da UL, Lisboa, March 24,
2011.

Guerreiro, M. “Episodic memory.”"Master in Neuroswes. FM da UL, Lisboa, March 10, 2011.

Lauterbach, M. “Avaliacdo da linguagem”. MasterChinical Linguistic, Universidade Catdlica
Portuguesa, April, 29, 2011.

Lauterbach, M. “Functional image for the study &fnduage organization”. Master in
Neurosciences. FM da UL, Lisboa, March 22, 2011.

Lauterbach, M. “Imagem funcional (RMf) para o estuda linguagem”. Master in Clinical
Linguistic, Universidade Catélica Portuguesa, Jyl2011.

Lauterbach, M. “Neuroplasticidade”. Master in Gtali Linguistic, Universidade Catélica
Portuguesa, July 14, 2011.

Lauterbach, M. “Plasticidade cerebral para a liggua’. Doctoral Programme Voice, Language
and Communication. FM da UL, Lisboa, March 25, 2011

Martins, I.P. “Neglect”. European Master in Strdkedicine, Krems, Austria, October 19, 2011.

Martins, I.P. “Semantic memory — proper names”strin Neurosciences. FM da UL, Lisboa,
March 15, 2011.

Martins, I.P. “General Introduction Aphasia”. Eueam Master in Stroke Medicine, Krems,
Austria, October 19, 2011.

Martins, I.P. “Memory disorders”. European MasteStroke Medicine, Krems, Austria, October
19, 2011.

Martins, I.P. “Reading Disorders”. European MagteBtroke Medicine, Krems, Austria, October
19, 2011.

Martins, |.P. Plasticidade das lesdes do hemisféiiito na neuroreabilitacdo. Doctoral
Programme Voice, Language and Communication. FMIdd_isboa, March 18, 2011
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Martins, I.P., Ximenes, M.J., Tavares, D. “Pergiies da Linguagem e da Aprendizagem
Académica” Curso de Pés — Graduacdo em Neuroddseaneato em Pediatria no Mdodulo 5 ,
Universidade Catdlica, May, 20, 2011.

Maruta, C. “Afasiologia: Afasia Primaria Progressiv Um quadro particular dentro das doencas
neurodegenerativas”. Master in Clinical Linguistiniversidade Catdlica Portuguesa. May 14,
2011.

Maruta, C., Loureiro, C. “Avaliacdo invasiva dadimgem”. Doctoral Programme Voice,
Language and Communication. FM da UL, Lisboa, Fatyrd7, 2011.

Oliveira SA. Co-organized and lectured in the ESRB Workshop “Basic Experimental
Techniques in Biological Dynamics”, at ITQB, Oeir@drtugal. September 5-9, 2011.

Oliveira SA. Lectured in Genetics Course of the R®rogramme for Advanced Medical
Education. December 1, 2011.

Oliveira SA. Lecturer in the “Stroke - Molecular Wepathology and Neurorecovery” module of
the GABBA PhD program 2011, Institute for Moleculand Cell Biology - IBMC, Porto,
Portugal. June 1, 2011.

Oliveira SA. Lecturer in the Mestrado de NeurociéacFMUL, May 11, 2011.
Oliveira SA. Lecturer in the Mestrado em Doencagadtiélicas, January 22 and 29, 2011.
Peralta A. Participated at the Master Course inrblmiences, FMUL 2011.

Peralta R. Lecture the session “Methodology of Brenalysis” in the meeting Presentations
and Roundtable Discussions of the Master Cour&teiep Medicine, Lisbon, May 21, 2011.

Pimentel, J. Master on Biopharmacy — Glial tumdysti{l 2011)
Pimentel, J. Master/PhD on Neurosciences (coomdirtdtthe NS Pathology — February 2011

Silvestre, A.R. “Patologia neuromuscular: aplicagias bidpsias musculares” Mestrado em
Neurociéncias, Faculdade de Medicina de Lisboa;uaep 8-17, 2011.

Silvestre, A.R. “Patologia neuromuscular: aplicagdas biopsias de nervo” Mestrado em
Neurociéncias, Faculdade de Medicina de Lisboa;uaep 8-17, 2011.

Science and Society

Ferreira L. Orientac@o do Estagio Curricular dagnils de Neurofisiologia da Escola Superior de
Saude do Vale do Ave: 2011 — 540 h (35h/semana)

Ferreira L. Professora Assistente e Co-Responsdasl componentes Tedrica e Pratica da
componente de Estudo do Sistema Nervoso, do cer€adliopneumologia, da Escola Superior
de Saude de Lisboa, IPL (1° Semestre — 2° Ano).léctovo 2010/11 e 2011/12.

Ferro JM. (2011) Acidente Vascular Cerebral. PrograHarvard Medical School — Portugal
Program

Oliveira V. (2011) Organizer of the “Stroke day'bc®edade Portuguesa do AVC. Lisboa, March
31.

Peralta R. (2011) Sonoléncia ao volante — Dia Malndo Sono. com a criacdo de “spot” de
radio, televisao e panfletos informativos e Worlsho
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Pires J. Professora Assistente e Co-Responsavelcdagponentes Tedrica e Pratica da
componente de Estudo do Sistema Nervoso, do cer&adliopneumologia, da Escola Superior
de Saulde de Lisboa, IPL (1° Semestre — 2° Ano).léatovo 2010/11 e 2011/12.

Santos R. Professora Assistente e Co-Responsaselcalaponentes Tedrica e Prética da
componente de Estudo do Sistema Nervoso, do cer€addiopneumologia, da Escola Superior
de Saulde de Lisboa, IPL (1° Semestre — 2° Ano).léatovo 2010/11 e 2011/12.

Master and PhD thesis completed

Ana Catarina Gaspar Fonseca (2011). “Determinaifahe best time window to measure NT-
proBNP — a biomarker of cardioembolic stroke”rdhean Master in Stroke Medicine, Danube
University Krems, Austria. Supervisor: José M. Berr

Ana Margarida dos Santos Ferreira (2011) Caraetghiz quantitativa do nucleo basolateral da
amigdala na esclerose mesial. Integrated Mastéfeagticine. Faculdade de Medicina de Lisboa.
Supervisor: José Pimentel

Bernardo Moura (2011) “A case-control analysis leetwtwo elderly non-disabled populations:
the effect of White Matter Changes in neuropsycgicll outcomes”. Mestrado Integrado em
Medicina, Faculdade de Medicina da Universidadkisieoa. Supervisor: Isabel Pavao Martins.

Filipa Batista dos Santos (2011) Proteina C-Reaotivrecorréncia vascular apés o Acidente
Isquémico Transitério Mestrado Integrado de Medicifaculdade de Medicina de Lisboa.
Supervisor: Patricia Canh&o

Joana Luisa Pereira Estrela Gameiro (2011) “Is pgragnosis of cerebral vein thrombosis
presenting as early or late isolated headache aitiResults of the International Study on
Cerebral Vein and Dural Sinus Thrombosis. Mestrattegrado de Medicina, Faculdade de
Medicina de Lisboa. Supervisor: José Ferro

Licinia Lara Rodrigues Aradjo, “Cuidados PaliativoSstagio Observacional no Hospital
Elisabeth Bruyére”, Universidade Catoélica Portugiiééay 17th

Nuno Martins (2011) Amigdala na epilepsia do lobmporeal. Integrated Master on Medicine.
Faculdade de Medicina de Lisboa. Supervisor: Josériel

Renato Jorge Coelho Monteiro dos Santos, “AdaptaCatiural e Validacdo ddPain
Assessment Checklist for Senior with Limited Abila Communicate” PACSLAC) para a
Populagdo Portuguesa, Universidade Catdlica Pagaagulanuary 19th

Rita Gameiro (2011) “Autonomia no Envelhecimentdestrado Integrado em Medicina,
Faculdade de Medicina da Universidade de Lisbopeisisor: Isabel Pavdo Martins.

Ruben Duarte Ferreira (2011) Estudo do padrédodiioa das crises em doentes com epilepsia
temporal mesial refractaria, em ambulatério. Mastersis FMUL. Supervisor: Bentes C.

Sara Lobo (2011) Colocacdo de shunt no tratameatdognca trombética das veias e seios
venosos cerebrais. Mestrado Integrado de Medickeguldade de Medicina de Lisboa.
Supervisor: José Ferro

Sérgio Manuel Ribeiro de Figueiredo, “Aprendizageéms Competéncias Nucleares na Area das
Neurociéncias Clinicas”, Universidade Catdlica fguesa, September 19th
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Tiago Krug Coelho (2011) “Stroke Genetics and Gepetn PhD in Biomedical Sciences,
Specialization in Neurosciences, Faculdade de Ntedita Universidade de Lisboa. Supervisors:
Sofia A. Oliveira, José M. Ferro

Vanda Freitas (2011) “Contributo de dois testes fda¢Bes executivas no diagnoéstico
neuropsicolégico”. Mestrado de Neurociéncias. Fiamg de Medicina de Lisboa. Universidade
de Lisboa. Supervisor: Isabel Pavdo Martins.

Vanessa Cristina Sobral Fonseca, “Contributo padamtacéo e validacdo da Walking Index for
Spinal Cord Injury Il para a populacéo portugueshiiversidade Catdlica Portuguesa, June 29th

Bruno Miranda (2011). Thrombotic recurrent everiterecerebral vein thrombosis. Mestrado de
Neurociéncias. Faculdade de Medicina de Lisboae®igor: José M. Ferro.
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Translational and Clinical Physiology Unit

Description and Objectives

This Unit was formed by the merging of the Neuroowlar and Autonomic Nervous System
Units in order to establish a larger Unit concerngith animal and human research on
Physiology, taking advantage of many members beaed to the Physiology Institute of the
Faculty of Medicine-University of Lisbon. The intigmtion focus will be the autonomic nervous
system, cardiovascular function, muscle, peripheeale physiology, motor neurons, as well as
the central nervous system, including behaviouriaradjing-neurocomputational models of brain
dysfunction. Studies involve both animal models amgmans. Physiological homeostatic
mechanisms and diseases are targeted in our egtivilVe plan to implement a translational,
multi-methodological approach to neuromuscular dmdin diseases, using animal models,
clinical neurophysiology, neurocomputational moddisain imaging and neuropsychological
experimentation.

Head of the Unit
Mamede de Carvalho, MD, PhD — Associated Profes3dt)L
Principal Investigator

Isabel Rocha, PhD — Associated Professor, FMUL

Research Team

Michael Swash, MD, PhD Invited Full Professor, BM
Alberto Escalda, MD, PhD Assistant Professor, EMU
Anabela Pinto, MD, PhD Assistant Professor, FMUL
Conceicao Azevedo Coutinho, MD, PhD Assistant Rsde FMUL
Jodao Costa, MD, PhD Assistant Professor, FMUL
Mario Oliveira, MD, PhD Assistant Professor, FMUL
Tiago Maia, PhD Assistant Professor, FMUL
Victor Gongalves, MD, PhD Assistant Professor,lHM
Ana Londral, MSc PhD student

Anna Caroline Braga, MSc PhD student

José Pedro Almeida, MD PhD student

Fernando Domingos, MD PhD student

Pedro Pereira, BSc PhD student

Sergio Laranjo,MD PhD student

Susana Pinto, MD PhD student

Teresa Moreno, MD PhD student

Vera Geraldes, BSc, Biotech eng PhD student

Bruno Gil Rosa, MSc, Biomedical eng PhD student



Isabel Casanova, Biotech eng
José Castro, BSc

Sofia Catarino, BSc

Sofia Xavier, DMV

Ana Vieira, BSc

Sofia Santos, BSc

Diana Reis, PhD, Postdoctoral Fellow

Andreia Borges, BSc

Angela Leal, BSc biochemistry
Benjamim Ohana, MD

Cristiano Tavares, MSc,Biomedical Eng
Eduardo Infante, MD

Gabriela Postoloache, PhD
Isabel Concei¢édo, MD

Luz Rocha, BSc

Mafalda Carvalho, BSc,Biologist
Mariana Bento, MD

Mario Gomes Marques, MD
Nataniel Rosa, DMV, MSc
Teresinha Evangelista, MD
Vania Almeida, MD
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Master student
Master student
Master student
Master student
Master student
Master student

Investigator

Technician
Investigator
Investigator
Investigator
Investigator
Investigator
Investigator
Investigator
Investigator
Investigator
Investigator
Investigator
Investigator
Investigator

Research areas

Amyotrophic Lateral Sclerosis; Autonomic nervousstsyn; Biological signal processing;
Clinical Neurophysiology; Familial Amyloid Polyneaypathy; Integrated neuroimaging and
neurocomputational modelling of brain disorders

Major scientific achievements

This is a new Unit formed by the merging of thevimas Neuromuscular Unit and Autonomic
Nervous System Unit. In addition, Prof Tiago Ma&sljoined our team, including behaviour and
imaging-neurocomputational models of brain dysfiomcas a new area of scientific development
in our Unit. The Neuromuscular Unit has mostly deped scientific research on Amyotrophic
Lateral Sclerosis (wireless control of home-vetitila trial on respiratory exercise in ALS,
genetic abnormalities, biomarkers of disease pssipa) and in Familial Amyloid
Polyneuropathy (early markers of disease progreksithe Autonomic Nervous System Unit
reached major achievements on the clarificatiothef inner mechanisms regulating choroidal
circulation; on the elucidation of the autonomitenfierence in the genesis and maintenance of
atrial fibrillation and its relationship to moleeul expression of ion channels, conexins and
cardiac purinergic system; on demonstrating the central sympathetic areas hiperexcitability
on neurogenic hypertension; on showing that auténoamodelling is on the basis of life quality
improvement in patients with neurocardiogenic syscmn the mathematical development and
software validation applied to autonomic evaluatimod HHT, coherence, forecasting,
FISIOSINAL); development of a prototype to evaluarnary bladder volume non-invasively
and a LED sensor to detect non invasively bloodega®rofessor Tiago Maia has driven
significant advances on dysfunctional emotionalcpssing, behavioural changes, the neural
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circuits that generate tics in Tourette's syndr@nd conflict adaptation. The main target is to
join all these different approaches in a commoatsgy.

Recent Most Relevant Publications

e Maia, TV, Frank M J (2011from reinforcement learning models topsychiatric and
neurological disorders Nat Neuroscience 14: 154-162 (JIF: 14.191).

« Lee T, Li YR, Ingre C, Weber M, Grehl T, Gredal @& Carvalho M, Meyer T, Tysnes
OB, Auburger G, Gispert S, Bonini NM, Andersen PGitler AD, (2011) ‘Ataxin-2
intermediate-length polyglutamine expansions in Euspean ALS patients”. Hum
Mol Genet;20, 1697-1700. (Journal IF 8.058).

e Oliveira M, da Silva N, Cunha P, Ramos R, MarquesSantos S, Rocha |, Silva-
Carvalho L, Ferreira R (2011%Effects of acute autonomic modulation on atrial
conduction delay and local electrograms duration irparoxysmal atrial fibrillation”.

Int Journal Cardiol49 290-295. (JIF: 6.802).

* Oliveira M, Silva N, Matos L, Xavier R, Geraldes ¥erreira R, Silva-Carvalho L,
Rocha | (2011)Effect of vagal stimulation on atrial refractoriness and vulnerability
to induce atrial fibrillation in the anaesthetized rabbit” . Exp Physiol.96: 125-33.
(JIF: 3.333).

 Pinto S, de Carvalho M, Swash M (in presReSpiratory exercise in amyotrophic
lateral sclerosis”. Amyotr Lat Sclerl3, 33-43 (Journal IF; 3.397)

Ongoing Research Projects

e 2007-2011 Respiratory Rehabilitation in Amyotrophic Lateral Sclerosis: Clinical
and Biochemical Impact. FCT., Coordinator;_M. de CarvalhdPIC/IC/82765/2007).
Total: 193.000; IMM: 100.632,00 [Instituicbes Peipiantes: ITQB — 86.968,00 euros;
Univ. Aveiro — 5.400,00 euros)

2008/2012 Prevalence and severity of fatty liver in morbid olesity: correlation and
mechanisms related to the role of ectopic fat in Bulin resistance, FCT, Coordinator:
H. Cortez-Pinto(PTDC/SAU- OSM/100878/2008). 46.000,00 euros

» 2008/2018 -Transthyretin-associated amyloidoses outcomes suiweg(THAOS). A
Global, Multi-Center, Longitudinal, Observational Survey of Patients with
Documented Transthyretin (TTR) Mutations or Wild-Ty pe TTR Amyloidosis,
Pfizer/FoldRx Pharmaceuticals, Inc. — Scientific aBb Member, Coordinator; |
Conceicao
2009/2011 —-Autonomic nervous system influences on renal stondiasease.FCT,
Coordinator; I.RochaPIC/IC/83243/2007. Total: 50.000,00 euros
IMM: 45.000,00 euros
Faculdade de Ciéncias Médicas: 5.000,00 euros
2009/2011 Correlation of molecular misfolding and autonomic nfluences on heart
rate and blood pressure of aranimal model of parkinson diseasel-CT, Coordinator:
T. Outeirg PIC/IC/82760/2007. 195.000,00 euros

» 2009/2011 Complement polymorphism analyses in FAP type | popations. To test
for correlation between polymorphisms in C1QA ,hwaige of onset in Portuguese, Greek
and further Cypriot patients with FAP type |, Cooator: M.J Saraiva

e 2009/2011 - Caracterizacdo Clinica e Diagnostica de Doentes corRatologia
Neuromuscular — Estudo Epidemioldgico em Portugal ENDOMUS). (Sociedade
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Portuguesa de Estudos daoencas Neuromusculares (SPEDNM)oordinator: _T.
Evangelista

2009/2012MUNIX — Multicentric International study to evaluate a newmethod for
motor unit number estimation. Coordinator: M. Weber

2009-2012 —Awaji criteria validation. This is an international project to test
sensitivity and specificity of Awaiji criteria for ALS . Coordinator: M. deCarvalho(no
current funding).

2010/2011- Open-Label Safety Evaluation of Fx-1006A in Patierst with
Transthyretin  Amyloidosis. Pfizer/FoldRx Pharmaceuticals, Inc., Coordinatdr:
Conceicao

2010/2013wi-CardioResp, Sistema Integrado para Monitorizacdoem Ambulatério
de Parametros Cardio-Respiratdrios.Entidade financiadora PLUX e Co-Promocéao do
QREN, aviso n° 16/S1/2009, Coordinator: H. Gamboa.

2010/2013 Construcdo de um Pacemaker Diafragmatico a sexdesm rato com vista
a ser aplicado no shkumano com insuficiéncia respiraté&CT, Coordinator;_1.Rocha,
PTDC/EEA-ELC/109083/2008. 147.456,00 euros

2010/2013 Modificacao genética das células do nucleo paraiceldr do hipotdlamo
(PVN) e medulaostroventrolateral (RVLM) para controlar cronicart®a hipertenséo.
FCT, Coordinator: | RochaPTDC/SAU-OSM/109081/2008. 126.034,00 euros
2010/2012- On the role of VIP receptors in hippocampal depndent cognition and
synaptic plasticity: evaluation of the therapeuticpotential of VPACL1 receptor
antagonists to ameliorate the cognitive deficits inTLE. FCT, Coodinator:_Diana
Cunha Reis PTDC/SAU-NEU/103639/2008. 120.000,00 euros

2011/2012 Autorregulacdo no acidente vascular cerebral ag&@d.,, Coordinator:_ |
Rocha, PTDC/SAU-ORG/113329/200%otal: 140.000,00 euros

IMM: 54.982,00 euros

Faculdade de Medicina da UP: 85.018,00 euros

2011/2012 —Estudo do Cito-Esqueleto Neuronal em Neuropatias déequenas
Fibras: Reconstrucdo Tridimensional de Imagens deAlta Resolucdo com a
Utilizacdo de Quantum Dots Coordinator: M. de Carvalho

2011/2012 - Fx1A-303 Open-Label Safety and Efficacy Evaluation os Fx-1@% in
Patients with Transthyretin Amyloidosis. Pfizer/FoldRx Pharmaceuticals, Inc.,
Coordinator: I. Conceigéo.

2011-2013 —Estudo do impacto das Tecnologias de Apoio a Comwaicdo nos
Doentes com ela e respectivos cuidadores, FCGundagdo Calouste-Gulbenkian,
Coordinator; M. de Carvalho

2011/2014 —Understanding Neurodegenerative Diseases Through i@Gical and
OMICS data Integration-Neuroclinomics — Neuroclinomics, FCT, Coordinator:_S.
Madeira(PTDC/EIA-EIA/111239/2009). Total: 130.472,00 esiro

IMM: 39.067,00 euros (Participantes)

INESC ID: 91.405,00 euros

2011/2013 — Reinforcement learning and motor biaseshildren with Tourette
syndrome. Tourette Syndrome Association. CoordmadtoV. Maia

Publications in International Journals

Pato MP, Santos NJG, Areias P, Pires, EB, de Qaovsl, Pinto, S, Lopes, DS (2011)
“Finiteelement studies of the mechanical behavior dhe diaphragm in normal and
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pathological cases”. Comput Methods Biomech Biomed Engit¥4, 505-513 (Journal
IF: 1.566).

» de Carvalho M (2011) The needle goes deeper in ALS"Clin Neurophysiol
(Editorial); 122 414-422 (Journal IF; 2.786).

» de Carvalho M, Pinto S, Swash M (2011)Does the motor cortex influence
denervation in ALS? EMG studies of muscles with bdt contralateral and bilateral
corticospinal innervations”. Clin Neurophysiol; 122, 629-635 (Journal IF: 2.786,
Citations: 2).

e de Carvalho M, (2011)Deep Thoughts in ALS". Clin Neurophysiol (Editorial);122,
845-846(Journal IF: 2.786).

» de Carvalho M, Swash M (2011Fdsciculation-cramp syndrome preceding anterior
horn cell disease: an intermediate syndrome?J‘Neurol Neurosurg Psychiatrg2,
459-461. (Journal IF: 4.791 Citations: 3).

* Lee T, Li YR, Ingre C, Weber M, Grehl T, Gredal @& Carvalho M, Meyer T, Tysnhes
OB, Auburger G, Gispert S, Bonini NM, Andersen P@itler AD, (2011) ‘Ataxin-2
intermediate-length polyglutamine expansions in Euspean ALS patients”. Hum
Mol Genet;20, 1697-1700. (Journal IF 8.058).

e de Carvalho M, (2011)Why is ALS so excited?"Clin Neurophysiol (Editorial);122,
1689-1690. (Journal IF: 2.786).

* Neuwirth C, Nandedkar S, Stalberg E, Barkhaus RECarvalho M, Furtula J, van Dijk
JP, Baldinger R, Castro J, Costa J, Otto M, SagdheWeber M (2011) Motor Unit
Number Index (MUNIX): A novel neurophysiological marker for neuromuscular
disorders; test-retest reliability in healthy volunteers in a multicentre study”. Clin
Neurophysiol;122, 1867-1872. (Journal IF: 2.786 Citations: 3).

* Neuwirth C, Nandedkar S, Stalberg E, Barkhaus RECarvalho M, Furtula J, van Dijk
JP, Baldinger R, Castro J, Costa J, Otto M, SangdBeMWeber M (2011) Motor Unit
Number Index (MUNIX): Reference values of five diferent muscles in healthy
subjects from a multi-centre study”. Clin Neurophysiol;122, 1895-1896 (Journal IF:
2.786)

» Almeida V, Ohana B, de Carvalho M, Swash M (in pyg2011) Patrikios syndrome:
two patients with treatable flail-leg weakness”J Clin Neurosci (Journal IF: 1.165).

* de Carvalho M, Swash M (2011Afyotrophic Lateral Sclerosis: an update”. Curr
Opin Neurol;24: 497-503. (Journal IF: 5.021 Citations: 1)

e Pereira AF, Silva MT, Martins JM, de Carvalho M 129 “Implementation of an
efficient muscle fatigue model inthe framework of miltibody systems dynamics for
analysis of human movements”J Multi-body Dynamics 225 359-370 (Journal IF:
0.346)

« Swash M, de Carvalho M, (201IMuscle ultrasound detects fasciculations and
facilitates diagnosis in ALS". Neurology (Editorial)77, 1508-1509 (Journal IF: 8.017)

* Pugdahl K, Fuglsang-Frederiksen A, Tankisi H, JehnB, de Carvalho; Fawcett P,
Labarre-Vila A, Liguori R, Nix W, Schofield I, (2@} “Impact of medical audit on
electrodiagnostic medicine in polyneuropathy”.Clin Neurophysiol 122, 2523-2529
(Journal IF: 2.786)

* Peter P, Sharon A, Borasio GD, de Carvalho M, GYji¢¥an Damme P, Hardiman O,
Karen M, Petri S, Pradat P-F, Silani V, BarbaraWiasner M, Markus W (in press)
“EFNS guidelines on the clinical management of Amyaiphic Lateral Sclerosis
(MALS) - revised report of an EFNS task force”.Eur J Neurol(Journal IF: 3.765)
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de Carvalho M, Dengler R, Eisen A, England JD, RgjKimura R, Mills K, Mitsumoto
H, Nodera H, Shefner J, Swash M (201I)hé Awaiji criteria for diagnosis of ALS”
(letter) Muscle Nervd4, 456-7 (Journal IF: 2.320)

Neutel D, Miltenberger-Miltenyi G, Silva |, de Cathho M (in press) (2011Lhorea-
acanthocytosis presenting as motor neuron diseadduscle Nerve (Journal IF: 2.320)
Pinto S, de Carvalho M, Swash M (in presReSpiratory exercise in amyotrophic
lateral sclerosis”. Amyotr Lat Sclerl3, 33-43 (Journal IF; 3.397)

Ostrowska M, de Carvalho M (in press) (201Prdgnosis of phrenic nerve injury
following thoracic interventions: 4 new cases and aview”. Clin Neurol Neurosurg
(Journal IF: 1.303)

Lopes de Almeida JP, Silvestre R, Pinto AC, de &ltav M (in press) (2011)Exercise
and amyotrophic lateral sclerosis — a review”Neurol Sci (Journal IF: 1.220)

Miguel C, Sousa M, Castro J, Gongalves |, CostdeJCarvalho M (in press) (2011)
“Validity, reliability and tolerability of ultrasoun d in the diagnosis of carpal tunnel
syndrome”. Acta Reumat Port (Journal IF: 0.726)

Pinto S, Pinto A, de Carvalho M (in press) (201Dgtreased heart variability predicts
death in amyotrophic lateral sclerosis”.Muscle Nerve (Journal IF; 2.320)

Swash M (in press) (2011)Stirvey of non-invasive ventilation use in ALS in Bitain”
(Editorial). J Neurol Neurosurg Psychiatry (JIF79t).

Ratilal BO, Costa J, Sampaio C, Pappamikail L, {30%Antibiotic prophylaxis for
preventing meningitis in patients with basilar skull fractures’. Cochrane Database
Syst Review8: CD004884.

Saldanha Cde Almeida JP (2011)Erythrocyte as a link between basic and clinical
research’Clin Hemorheol Microcirc;49:463-72. (JIF: 2.838).

Mariano, Cibelle; Silva, Sandra; Pereira Pedron&edes, Adelaide; Brites, Dora;
Brito, Maria (2011) “Evidence of tricellulin expression by immune cd$,
particularly microglia”. Biochem Biophys Res Commu#09: 799-802. (JIF: 2.720).
Maria A Brito, Emanuele Zurolo, Pedro Pereit@ndida Barroso, Dora Brites, Eleonora
Aronica, (in pressjCerebellar axon/myelin loss, angiogenic sproutig and neuronal
increase of vascular endothelial growth factor in apreterm infant with
kernicterus”. J Child Neurol (JIF: 1.668).

de Carvalho M, Pinto S (2011).ithium treatment in amyotrophic lateral sclerosis:
do we have enough?Expert Rev Neurothef;1, 1693-1698.

Duarte ST, Oliveira J, Santos R, Pereira P, Bar@s0onceic¢éo |, Evangelista T.

0 (2011) ‘Dominant and recessive RYR1 mutations in adults wit core lesions
and mild muscle symptoms"Muscle Nerve 44; 102-108. (JIF: 2.320).
Ferreira M, Evangelista T, Almeida LS, Martins Jaddrio MC, Martins E, Moleirinho

A, Azevedo L, Vilarinho L, Santorelli FM (2011' Relative frequency of known
causes of multiplemtDNA deletions: two novel POLG mutations” Neuromuscul

Disord21: 483-8. (JIF: 2.764).

Pereira JP, Barroso C, Evangelista T, Fonseca #eeirR da Silva JA (2011)
“Macrophagic myofasciitis: a case report of autoimmuoe/inflammatory syndrome
induced by adjuvants (ASIA)”. Acta Reumatol Por86: 75-6. (JIF: 0.726).

Ferreira DM, Castro RE, Machado MV, Evangelist&ilvestre A, Costa A, Coutinho J,
Carepa F, Cortez-Pinto H, Rodrigues CM (2014pdptosis and insulin resistance in
liver and peripheral tissues of morbidly obese pagints is associated with different
stages ofhon-alcoholic fatty liver disease” Diabetologieb4: 1788-98. (JIF: 6.973).
Swash M (2011Nitric oxide and muscle weakness(Editorial) Neurology 76:. 940-
941. (JIF: 8.017).
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» Valls-Sole J, Castillo CD, Casanova-Molla J, Cakt§2011)Clinical consequences of
reinnervation disorders after focal peripheral nene lesions Clin Neurophysiol.122
219-28. (JIF: 2.786).

* de Carvalho M and Swash K2011) Fasciculation potentials: still mysteriousClin
Neurophysiol (Editorial)123 399-401. (JIF: 2.786).

» Costa J, Fareleira F, Ascencao R, Borges M, Santpaitaz-Carneiro A (2011¢linical
comparability of the new antiepileptic drugs in refactory partial epilepsy: A
systematic reviewand meta-analysis Epilepsiab2: 1280-91. (JIF: 3.955).

* Bentes C, Costa J, Peralta R, Pires J, Sousa W PdR011)Dream recall frequency
and content in patients with temporal lobe epilepsy Epilepsia;52: 2022-7. (JIF:
3.955).

» Costa J (2011)s neurophysiology a valuable marker of pre-clinichstages of Lewy
Body Disorders? Clin Neurophysioll22 2330-1. (JIF: 2.786).

 Costa J, Guzman J, Valldeoriola F, Rumia J, TolBs&asanova-Molla J, Valls-Solé J
(2011)Modulation of the soleus H reflex by electrical subortical stimuli in humans.
Exp Brain Res 12: 439-48. (JIF: 2.296).

» de Almeida JP, Freitas-Santos T, Saldanha C, (2Btitlence that the degree of band
3 phosphorylation modulates human erythrocytes nitic oxide efflux - in vitro model
of hyperfibrinogenemia”.Clin Hemorheol Microcirc49: 407-16. (JIF: 2.838).

* Oliveira M, Silva N, Matos L, Xavier R, Geraldes ¥erreira R, Silva-Carvalho L,
Rocha | (2011)Effect of vagal stimulation on atrial refractoriness and vulnerability
to induce atrial fibrillation in the anaesthetized rabbit” . Exp Physiol.96: 125-33.
(JIF: 3.333).

* Guimaraes D, de M Carvalho; L, Geraldes V, Roclahtos JP (2011ptudy of lead
accumulation in bones of Wistar rats by X-ray fluoescence analysis: aging effect”.
Metallomics. 4: 66 — 71. (JIF: 3.359).

» Oliveira M, da Silva N, Cunha P, Ramos R, MarquesSantos S, Rocha |, Silva-
Carvalho L, Ferreira R (2011%Effects of acute autonomic modulation on atrial
conduction delay and local electrograms duration irparoxysmal atrial fibrillation”.

Int Journal Cardiol49 290-295. (JIF: 6.802).

 Guimaraes D, JP Santos, ML Carvalho, G Vale, HMt& Geraldes, V, Rocha, I, JL
Capelo (2011)‘Ultrasonic energy as a tool to overcome some dravelgks in the
determination of lead in brain tissue and urine ofrats.”. Talanta86: 442—-446. (JIF:
3.722).

e Guimaraes D, ML Carvalho , Geraldes, V, Rocha |, SHhtos (in press)"Lead
concentration in feces and urine of exposedats by X-ray Fluorescence and
Electrothermal Atomic Absorption Spectrometry" XRay Spectroscopy (JIF: 1.661).

» Delgado, E; Marques-Neves, C; Rocha, | ; Sales;LliisSilva-Carvalho, L (in press)
“Modulation of Vasomotive Activity in Rabbit Extern al Ophthalmic Artery by
Neuropeptides”. J Ophthalmology.

» Domingos F, Escalda A (in pres§fauses of autonomic dysfunction in idiopathic
recurrent kidney stone formers”. Int Urol Nephrol. (JIF: 1.567).

* Guimarédes D, JP Santos, ML Carvalho, G Vale, HWit@a Geraldes V, Rocha |, JL
Capelo, Domingos F, Serra A (20INephrolithiasis is associated with an increased
prevalence of cardiovascular diseaseNephrol Dial Transplan6: 864-8 (JIF: 3.564).

» Fonseca AC, Geraldes R, Almeida V, Pinho e Mel@J1(Q)“Treatment with rtPA of
stroke associated withintravenous immunoglobulins perfusion” J Neurol Sci.308
180-1.

e Maia, TV, Frank M J (2011From reinforcement learning models topsychiatric and
neurological disorders Nat Neuroscience 14: 154-162 (JIF: 14.191).
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Horga G, Maia TV, Wang P, Wang Z, Marsh R, Peter&® (2011)Adaptation to
conflict via context-driven anticipatory signals inthe dorsomedial prefrontal cortex.

J Neuroscience 31: 16208 —16216. (JIF: 7.270).

Posner J, Maia TV, Fair D, Peterson BS, Sonugad3&ll, Nagel BJ (2011Jhe
attenuation of dysfunctional emotional processing ith stimulant medication: An
fMRI study of adolescents with ADHD Psychiatry Research: Neuroimaging 193:151-
160. (JIF: 2.064).

Posner J, Nagel B J, Maia TV, Mechlin, A, Oh M, \Wa#, Peterson BS (2011)
Abnormal amygdalar activation and connectivity in aolescents with attention-
deficit/hyperactivity disorder. J Am Acad Child Adolescent Psychiatry 50: 828-837.
(JIF: 5.148).

Wang Z, Maia TV, Marsh R, Colibazzi T, Gerber,Atdteon, BS (in presg)he neural
circuits that generate tics in Gilles de la Touret syndrome American Journal of
Psychiatry. (JIF: 12.759).

Maia TV, McClelland JL (in press) neurocomputational approach to obsessive-
compulsive disorder Trends in Cognitive Sciences. (JIF: 9.686).

Other publications International

de Carvalho M, Swash M (in press) (201Netrologic Complications of Atlanto-
Axial Dislocation”. In Handbook of Clinical Neurology — Neurologic pext of
Systemic Diseases. Ed. Biller J, Ferro JM. Elsevier

The EFNS Task Force on Diagnosis and ManagemefL8f Andersen PM, Abrahams
S, Borasio GD, de Carvalho M, Chio A, Van DammeHardiman O, Kollewe K,
Morrison KE, Petri S, Padrat PF, Silani V, Tomik Blasner M, Weber M (2011)
Managment of Amyotrophic Lateral Sclerosis In European Handbook of Neurological
Managementyol 1. Ed- Gilhus NE, Barnes M, Brainin M"2Ed. Wiley-Blackwell, pp.
283-310.

Pinto A, Lopes de Almeida JP, Pinto S, de Carvallkb,(2011) Avaliagcdo da
sincronizacdo do paciente com VNI In Principios da Ventilagdo Mecénica N&o-
Invasiva - do Hospital ao Domicilio. Ed. Esquirdd. Gasin Medica, pp. 150-164.
Maia TV (in press).Avoidance learning. In N. M. Seel(ed.), Encyclopedia of the
Sciences of Learning. Springer.

Carmo AJ, Cunha-Reis [02011) "Evidence of Emergent patterns in GIluR1
phosphorylation in theta-burst LTP experiments with data mining tools” Proceedings
of the “12th forum of Amino Acid, Peptide and PiiatResearch’1st-5T August, Beijing,
China. Amino Acids41(supl) S442.

Cunha-Reis D, Carmo AJ (201@orrelation of VIP VPAC1 modulation of GIuR1
phosphorylation and inhibition of protein kinases n theta-burst LTP experiments
with data mining tools. Proceedings of the 12th forum of “Amino Acid, Rdptand
Protein Research”, 1st-5T August, Beijing, Chinaifo Acids41(supf) S43.

Invited Lectures and Seminars
de CarvalhaM, “Intravenous Immunoglobulin for the treatment of neuromuscular

disorders”. 4th Edition of European Neurological Conferencea Glinical Practices,
Lisbon, Janeiro2011.
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» de CarvalhoM, “Electromyography in the Early Diagnosis of ALS, Master en
Electrodiagndstico Neuroldgico” Barcelona, Marco, 2011.

» de Carvalhav , “Estudos Neurofisiolégicos, modelacdo e simulacdo d@afragma”,
Celebracao dos 100 Anos da FMUL da Ulisboa. Maio, 2011.

« de CarvalhadV, “The Typical Features that can indicate Early ALS “,21*' Meeting of
the European Neurological Society, Lisboa, Maid, 20

 de Carvalho M, ANS dysfunction and Clinical Neurophysiology”, European
Federation of Autonomic Societies Schohisboa. Maio, 2011.

e de Carvalho M “Motor Neuron Diseases Evaluation Neurofisiolégica do Nervio
Frénico, Biomarcadores, Diagnostico Temprano de ELA- X Congresso Colombiano
de Neurologia. Bogota. Agosto, 2011

« de Carvalho M “Polineuropatia Amiloidética Familiar: avancos clinicos e
neurofisiolégicos. Avaliacdo Neurofisiolégica do Brmolvimento Respiratério na
Esclerose Lateral Amiotrofica”. VI Congreso del CLA-IFCN/XXIII Congresso da
SBNC. Punta del Leste. Outubro, 2011.

* Pinto A “Critérios de adaptacdo da VNI nas doencas neuromaslares”, Ao X
Congresso de Neurologia da sociedad Colombianaadgolgia Bogota, Agosto de
2011-08-28. (Palestra a convite da Sociedade Cnéora e Neurologia)

* Pinto A, “Os Porqués, o quando e o como da VNI na ELA’"Ao X Congresso de
Neurologia da sociedad Colombiana de NeurologiagoBg Agosto de 2011-08-28.
(Palestra a convite da Sociedade Colombiana e Mgimd

e Pinto A, “Telemonitoring - A new perspective for ventilatim at home”, Ao 13th
Capital City Conference of the DGAI Congress of eéthesiology and Intensive Care
Medicine - HAI 2011 , Berlim 10 -14- Setembro 20{Conferéncia a convite da
Sociedade Alema de Anestesiologia e de Cuidadessivos)

» De Carvalho M, Evaluation Neurofisiolégica do NervioFrénico; Biomarcadores;
Diagnoéstico Temprano de ELA”. X Congresso Colombiano de Neurologigogota.
Agosto, 2011.

» Azevedo Coutinho MOmpacto da Imagem na Insufuciéncia Cardiaca.

Intervencdo no Painel de Discussdo da Mesa Redimdzongresso Novas Fronteiras
em Cardiologia. Ericeira, 11 a 13 de Fevereir@@lEl.

» Azevedo Coutinho MCDesenvolvimentos Recentes em Cardiologia Nuclear
Intervencéo como moderadora da Mesa Redonda na&definual do Grupo de Estudo
de Cardiologia Nuclear, Ressonéncia Magnética encbpafia Computorizada da
Sociedade Portuguesa de Cardiologia. Lisboa,Zbde Fevereiro de 2011.

» Azevedo Coutinho MC Reabilitagdo Cardiaca e Reabilitagdo Respiratéai Como
Mudar Atitudes de Médicos e Doentes?Intervencao no Painel de Discussédo da Mesa
Redonda da Reunido Conjunta de Reabilitacdo QCardi® Respiratoria da
Sociedade Portuguesa de Cardiologia. Troéia, 26 de2Marco de 2011.

» Azevedo Coutinho MCEstamos a Chegar ao Fim da Era das Técnicas Nuates?
Intervencdo como palestrante na Mesa Redondalauté “Multimodalidade de Imagem
na Doenca Coronaria Isquémica” no XXXII Congres3ortugués de Cardiologia.
Lisboa, 8 a 10 de Abril de 2011.

» Evangelista, T,Doeng¢a de Pompel7° Congresso Nacional de Medicina Interna, Porto
May 18-21, 2011.

» Evangelista, T,Doenc¢as neuroldgicas genéticagornadas de Medicina Intensiva da
Primavera, Porto, April 14-15, 2011.
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Communications in International Conferences

Pinto A, Braga ACM, Almeida JP, Ferrdo C, Coelho Rinto S, de Carvalho NDoes
rigorous control of exercise intensity affects surval and functional outcomes in
ALS? 22" INTERNATIONAL SYMPOSIUM ON ALS/MND. Sydney, Novembge
2011. Apresentacéo oral

Braga ACM, Pinto A, de Carvalho M, Jesus de'&ssessment of Caregivers Burden
applying the Zarit Burden Interview (ZBI): correlat ion with functionality, QoL,
mood disorders and technical aids”.22 INTERNATIONAL SYMPOSIUM ON
ALS/MND. Sydney, November, 2011. Apresentacdo eoster”

Azevedo Coutinho MC, Dias N Cortez, Conceicao antthho G, A Bordalo E Sa,
Almeida AG, M de Carvalho, Diogo A Nunefeduced myocardial iodine-123-
metaiodobenzylguanidine uptake: a strong prognostic marker in familial
amyloidotic polyneuropathy. Eur. Heart J32 (suppl 1), ESC Congress, Agosto de
2011, em Paris. Apresentacao oral.

Evangelista, TDiagnostic outcomes of patients presenting with LGMW + elevated
CK. Neuromuscular Differential Diagnosis Advisory Bdadvlieeting, Amsterdam, June
24,2011. Apresentacao oral.

Coelho T, Maia L, Martins da Silva A, Waddingtond@r M, Planté-Bordeneuve,
Lozeron P, Suhr O, Campistol J, Conceicao |, SchididTrigo P, Packman J, Grogan
RD. “A Comprehensive Evaluation of the Disease-modifyig Effects of Tafamidis in
Patients with Transthyretin Type Familial Amyloid Polyneuropathy”. American
Academy of Neurology (AAN) 2011, Honolulu, April 20. Apresentacao oral.

Coelho T, Maia L, Martins da Silva A, Waddingtond@r M, Planté-Bordeneuve,
Lozeron P, Suhr O, Campistol J, Conceicao I, SchididTrigo P, Packman J, Grogan
RD “The Long-term Effects of Tafamidis for the Treatment of Transthyretin Type
Familial Amyloid Polyneuropathy”. American Academy of Neurology (AAN) 2011,
Honolulu, April 2011. Apresentacdo em “poster”.

Conceicao |, Coelho T, Planté-Bordeneuve, Waddm@truz M, Erickson B-G; Rodney
F, lkeda S, Maurer M, Suhr O, Ando Y, Mazzeo A, o RD.“Baseline Neurologic
Function in Symptomatic Patients in the Transthyrein Amyloidosis Outcomes
Survey (THAOS)". American Academy of Neurology (AAN) 2011, Honolul&pril
2011(poster); 18 World Muscle Society Congress. Algarve 18-22 Od@1D
Apresentacado em “poster”.

Conceicao I, Coelho T, Planté-Bordeneuve, Waddm@iuz M, Erickson B-G; Rodney
F, Ikeda S, Maurer M, Suhr O, Ando Y, Mazzeo A, o RD.“An Evaluation of the
Quality of Life in Symptomatic Patients in the Transthyretin Amyloidosis Outcomes
Survey (THAOS)". Twenty-first Meeting of the European NeurologiSalciety, Lisbon,
May 2011. Apresentacéo oral.

Pita Lobo P, Evangelista T, Silvestre R, Conceitat/asculitic neuropathy after
Hansen disease: coincidence or cause? Twenty-first Meeting of the European
Neurological Society, Lisbon, May 2011. Apreseataem “poster”

Waddington-Cruz M, Coelho T, Conceic¢éo |, Plantée®meuve, Erickson B-G; Rodney
F, Ikeda S, Maurer M, Suhr O, Ando Y, Mazzeo A, o RD.“Demographics and
Neurologic Function in Early- and Late-onset Symptmatic Patients in the
Transthyretin Amyloidosis Outcomes Survey (THAQOS)" Peripheral Neuropathy
Society (PNS) June 2011, Potomac. Apresentacagestet”

Waddington-Cruz M, Coelho T, Conceic¢éo |, Plantée®meuve, Erickson B-G; Rodney
F, Ikeda S, Maurer M, Suhr O, Ando Y, Mazzeo A, o RD.“Baseline Nutritional
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Status in Symptomatic Patients in the” “Transthyrein Amyloidosis Outcomes
Survey”. 15" EFNS Congress. Budapest Sept 2011. ApresentagBo or

* Waddington-Cruz M, Coelho T, Conceicao |, Plantédgmeuve, Erickson B-G; Rodney
F, Ikeda S, Maurer M, Suhr O, Ando Y, Mazzeo A, @ RD. Nerve Conduction in
Symptomatic Patients in the Transthyretin Amyloidoss Outcomes Survey
(THAOS)” . American Association of Neuromuscular & Electrodiagtic Medicine
Annual Meeting; September 14-17, 2011; San FranciBA. Apresentacdo em “poster”

» Pires, MC, Ferreira, M, Silvestre, R, Vilarinho, Evangelista, T,Mitochondrial
myopathy and associated inflammatory changes in an adult patientwith a
m.4317A>G Twenty-first Meeting of the European Neurologi&aciety, Lisboa, May
28-31, 2011. Apresentacdo em “poster”

e Evangelista, T, Lacerda, L, Santos, ENDOMUS: Clinical and diagnostic
characterization of patients with neuromuscular di®rders — epidemiologic study.
16" International Congress ttie World Muscle Society, Almancil, October 18-2R11.
Apresentacdo em “poster”.

» Pires, C, Silvestre, AR, Vilarinho, L, Evangelisth, Autosomal dominant chronic
progressive ophthalmoplegia (adPEO) and Ilung adenocarcinoma skang
compound heterozygous POLGImutations. 16" International Congress of the World
Muscle Saociety, Almancil, October 18-22, 2011. Ayenetacdo em “poster”

e Antunes, AP, Nogueira, C, Rocha, H, Vilarinho, LyaBRgelista, T,Adult onset
intermittent rhabdomyolysis 16" International Congress of the World Muscle Sogciety
Almancil, October 18-22, 2011. Apresentacdo emtgrds

» Silvestre, AR, Machado, M, Vilarinho, L, Cortez-RinH, Evangelista, T Effect of
morbid obesity in skeletal muscle and its association witmsulin resistance 16"
International Congress of the World Muscle Sociétimancil, October 18-22, 2011
Apresentacdo em “poster” Swash M, Address to NewtlSowWales Clinical
Neurophysiological Society, 2011, Sydney Australipresentacao oral.

 Swash M, Panel Discussion on Current Status of &ekein ALS, 2011, Sydney,
Australia. Apresentacgéo oral.

» Geraldes V, Gongalves-Rosa N, Paton JFR, RocHlaehétic modification of the
neural sympathetic regions to control hypertension chronially”. Federation of
European Physiological Societies 2011 Congressradist book, pp. Apresentacdo em
“poster”

» Geraldes V, Goncalves-Rosa N, Paton JFR, Roch&lodlification of Brain
Sympathetic Regions in Long Standing Hypertensioly 64th High Blood Pressure
Research 2011, Congress Abstracts book pp207. épuissio em “poster”

e Oliveira M, Laranjo S, Tavares C, Xavier Beraldes V, Silva N, Ferreira R, Rocha .
“Autonomic outflow during provocative maneuvers in paroxysmal lone atrial
fibrillation”. ICPES 2011. Apresentacao oral.

» Conceicdo .| “Joint ENS-PNS Symposium Familial amyloid polynewpathy. In
memory of Corino Andrade. Clinical aspects and managemenfiventy-first Meeting
of the European Neurological Society, Lisbon, M8y P, Apresentacao oral.

» Conceicdo I“TTR - FAP Meet the expert”. Pfizer Satellite Symposium. Twenty-first
Meeting of the European Neurological Society, Lisbday 2011. Apresentacéo oral.

» Conceicdo.I' Advancing the Management of TTR FAP". Pfizer Satellite Symposium.
15" EFNS Congress. Budapest 2011. Apresentacao oral.

» Conceicao I‘Clinical features of FAP in Portugal”. VIl International Symposium on
Familial Amyloidotic Polyneuropathy, Kumamoto, Japdov 2011. Apresenta¢ao oral.
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Communications in National Conferences

Swash M6™ Course of Clinical Neurophysiology- Portugal , From Neuropathology to
Neurophysiology. Neurophysiology of the pelvic ftodMay 6-8, 2011- Lisbon.
Apresentacao oral.

Swash M, Hughlings Jackson Symposium, National Halsgfor Neurology and
Neurosurgery, 2011, London,. Apresentacéo oral.

Swash M, Association of British Neurologists Annulleeting, invited speaker
(Hughlings Jackson) 2011. Apresentacao oral.

Swash M, History of Neuroscience, introdutory leetfor science students, Queen Mary
Univesity of London, 2011

Pinto A, Uma Clinica de ELA2% Comemoracéo do dia Internacional da ELA pronwvid
pela Associacdo Portuguesa de doentes de ELA (APElshoa, 21 de Junho de 2011,
Apresentacao oral.

Pinto A, A importanciada telemonitorizacdo do doente neuromuscular.| A@ium da
Fundacé&o Portuguesa do Pulméao, Lisboa, 6-7 de jdal2®11, Apresentacédo oral.
Almeida V, Lobo PP, Barroso C, Conceicdo |, Pinhglelo T. Miopatia dos cuidados
intensivos huma Unidade de AVC. 5° Congresso Poésigdo AVC. Porto, 2011,
Sinapse. 2011;11:87-8. Apresentacéo oral.

Fonseca V.R. Azevedo Coutinho C, Cantinho G, CarMi, Parreira B, Diogo AN
Estudo da neuropatia autonémica cardiaca e dansgugiocardica silenciosa em
doentes diabéticos. Rev. Port. Cardiol.; 30 (Sypl6d (apresentado sob a forma de
poster no XXXII Congresso Portugués de Cardiologhyril 2011. Apresentacao
“poster”.

Geraldes, Vera; Gongalves-Rosa, Nataniel, Lopesz&8ues, Rafael; Paton, Julian F R;
Rocha, Isabel.lfnportancia do Ndcleo Paraventricular do Hipotalamono Controlo
Crénico da inducdo de alteragbes genéticas simpato-depressotas XXXIII
Congresso Portugués de Cardiologia, 2@Idtesentacéo oral.

Carvalho, Mafalda; Laranjo, Sérgio Oliveira, Malartins; Rocha, Isabel;L'bss of
Atrial Al/ A2A receptors cross-talk during autonomic stimulaton’™ XXXIII
Congresso Portugués de Cardiologia, 2@ftesentacao oral.

Tavares C, R Carneiro Martins, S Laranjo, | Roch@omputational Tools for
AssessingCardiovascular Variability ”. XXXIIl Congresso Portugués de Cardiologia,
2011. Apresentacao oral.

Geraldes V, Gongalves-Rosa N, Hewinson J, Kaspa@gpvPaton JFR, Rocha |
(2011)Genetic modification of the Paraventricular Nucleusof the Hypothalamus
(PVN) cells to control hypertension chronically. Abstract book of Xll Portuguese
Society for Neurosciences Meeting 2011, pp222. ggmacao oral.

Geraldes V, Gongalves-Rosa N, Paton JFR, Roch&énétic modification of the
neural sympathetic regions to control hypertension chronially”. V Congresso da
Sociedade Portuguesa de Ciéncias Veterinarias fu@mse Veterinary Sciences
Congress 2011, October 13-25, 2011, Congress Albstizook ppl53. Apresentacao
oral.

Goncgalves-Rosa N, Geraldes V, Tavares C, Amaro-Re&lunha-Reis D, Carvalho M,
Rocha [“Comparacgdo dos ritmos circadianos de pressédo art&al e de frequéncia
cardiaca em Rattus norvegicus normotensos e espongamente hipertensos
utilizando telemetria:influéncias autonémicas em repousaV Congresso da
Sociedade Portuguesa de Ciéncias Veterinarias fu@mse Veterinary Sciences
Congress, 2011 Abstracts book ppl152. Apresentagdo o
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» Goncalves-Rosa N, Geraldes V, Tavares C, Amaro-Ae&@lunha-Reis D, Carvalho M,
Rocha |.“Altera¢des das influéncias simpatica e parassimpiia sobre 0s ritmos
circadianos de pressdo arterial e de frequéncia cdiaca em ratos hipertensds
Lisboa, 2011, Abstracts book do | Encontro de Témnide Diagndstico e Terapéutica da
FMUL, ppl19. Apresentacéo oral.

e Oliveira AC, Geraldes V, Rocha |, Outeiro TBaroreflex sensitivity and reduced
sympathetic activity in hemiparkinsonism rat model”. Xll Portuguese Society for
Neurosciences Meeting 2011 / XIl Reunido da Socdiedortuguesa de Neurociéncias,
May 26, 2011, Faculdade de Medicina de Lisboa, daskPortugal, pp 143, poster 55.
Apresentacao oral.

» Conceicado .I'Sympathetic Skin Response — workshop”.VlI Course of Clinical
Neurophysiology, Carcavelos, May 2011. Apresentagab

» Conceicao I*Acquired Amyloid Neuropathy after Domino Liver Tra nsplantation”

Dia Nacional da Paramiloidose. Porto, 16 Junho 28ptesentacdo oral.

» Dias, S, Tornada, A, Faria, M, Evangelista, T, Qas] D, Gomes, M Doenca de
Mc'Ardle — Uma nova mutacdo na miofosforilase 17° Congresso Nacional de
Medicina Interna, Porto, May 18-21, 2011. Apresediteoral.

» Pires, C, Ferreira, M, Silvestre, AR, Vilarinho,Evangelista, TMiopatia mitocondrial
associada a alteragdes inflamatérias num adulto coma mutagdo m.4317A>G.
Sociedade Portuguesa de Estudos de Doencas Neurdaras (Reunido de Primavera),
Coimbra, May 26, 2011. Apresentacao oral.

 Moreno, T, Evangelista, TMliopatia ndo classificada — como prosseguir8ociedade
Portuguesa de Estudos de Doencas Neuromusculazasifi® de Primavera), Coimbra,
May 26, 2011. Apresentacéo oral.

e Moreno, T, Pinto, S, Evangelista, THé&mi-miopatia”? Caso clinico sem diagnéstico
Sociedade Portuguesa de Estudos de Doencas Neurdaras (Reunido de Primavera),
Coimbra, May 26, 2011. Apresentacao oral.

e Sousa, P, Geraldes, R, Evangelista, T, Pinho e ,MEloTerapéutica com rt-PA
intravenoso emgravida com acidente vascular cerebral Congresso de Neurologia
2011, Lisboa, November 3-5, 2011. Apresentacaopster”.

Organisation of Conferences

» de Carvalho MOrganizador do Program Committee e Co-Organizddo6° Curso de
Neurofisiologia Clinica, da Associacdo Portuguesa de EEG e Neurofisiologia
Clinica. Lisboa, Abril de 2011.

« de Carvalho MMembro do Comité Local de Organizacdo 25" Meeting of the
European Neurological Society Lisboa, Maio de 2011.

e de Carvalho M Organizador e moderador &dorkshop em Estimulacdo Magnética
Transcraniana, promovido pela Unidade de Neuromusculares do IMMisboa,
Outubro de 2011.

» de Carvalho MMembro do Comité Local de Organizac&oldoh International World
Muscle Saociety CongressAlmancil, Outubro de 2011.

e de Carvalho M, Co-Organizador dol°. Seminario Luso-Afro-Brasileiro sobre
Poliomielite e Sindrome Pos-PoliomieliteLisboa, Novembro de 2011.

+ de Carvalho MModerador dd°. Seminario Luso-Afro-Brasileiro sobre Poliomielie e
Sindrome Pés-PoliomieliteLisboa, Novembro de 2011

e de Carvalho M,Chairman no6® Curso de Neurofisiologia Clinicd, da Associacéo
Portuguesa de EEG e Neurofisiologia Clinica, Lista841
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» de Carvalho MChairman do “Teaching CoursePéripheral Neuropathies, ALS and
Mimicks” no 21* Meeting of the European Neurological SocietyLisboa, 2011

e de Carvalho M,Moderador da Sessdo de Neuromuscularésdo Congresso de
Neurologia 2011 da SPN, Lisboa, 2011

» Evangelista , T, Organizer of Pre-Congress Teaching Coursel6th Congress of the
World Muscle Society — October 17 — 18, de 201&bbn, Portugal

» Evangelista, T co-organized thel6th Congress of the World MuSieiety. October
19-22, 2011, Almancil, Portugal.

» Evangelista, T co-organized the Spring meeting of SPEDNM. Margh, 2011,
Coimbra, Portugal.

Moderador e Membro de Painel de discusséo

» Pinto A“Technology & Medicine — What is the trend? (Talens and Sustainability)”
(Chairman)

e de Carvalho M, Chairman da Sessao de posteistdr Neuron Diseasé no 14th
European Congress of Clinical Neurophysiology (Ro2@d.1).

e de Carvalho M, Chairman do Worksholldtor Neuron Disease% no 14th European
Congress of Clinical Neurophysiology (Roma, 2011).

e De Carvalho M, ALS- what is the consensus? FortilBam, Sydney, Novembro de 2011

Prizes, homours and awards

Prémio da Melhor Comunicacdo do Lisbon Arrhythmizeting com o trabalho intitulado
“Changes in connexin and ion channel gene expressiinduced by autonomic stimulation:
potential interactions with atrial remodeling?” e os Prémios Jorge Quininha para as seguintes
publicacBes de que é auttbicute Vagal Modulation of Electrophysiology of theatrial and
pulmonary veins increase vulnerability to atrial fibrillation” , “Effects of acute autonomic
modulation on atrial conduction delay and local eletrograms duration in paroxysmal atrial
fibrillation” e “Defining left bundle branch block in the era of cardiac resynchronization
therapy” Mario Oliveira

Bolsa de Investigacdo Clinica em Doencas Neuromusmwes atribuida pelaSociedade
Portuguesa de Neurologiao trabalho "Estudo do Cito-esqueleto NeuronalN&uropatias de
Pequenas Fibras - Reconstrugdo Tridimensional dgemns de alta resolucdo com a utilizagéo de
Quantum Dots", de Pedro Pereira e Mamede de CarVvaliil.

Advanced Teaching

Mamede de Carvalho

*Professor Associado Convidado e Regente de Figiglo
*Professor Catedratico Convidado de Fisiologiadde®utubro 2011.
Member of the Council of the Neurosciences Mastartbral Thesis Program.

Professor of Biomechanics — Biomedical Engineerng§T-FMUL
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MC Azevedo Coutinho

Mestrado Integrado em Engenharia Biomédica, IST @olaboracdo com a Faculdade de
Medicina De Lisboa.

Leccionou os seguintes modulos: Doengas Circutoe da Coagulagdo e Faléncia dos
principais sistemas Il

Licenciatura em Ciéncias da Saude - Disciplina @edviismos Gerais da Doenca
Leccionou as seguintes Aulas Tedricas: Insufici@oronaria e Insuficiéncia Cardiaca.

T Evangelista

Evangelista, T. co organized and lectured the Nmttwlogy course of the masters/PhD
Neurosciences Programme {1&xition) IMM, Lisbon, February, 2010-201110/02/201

| Rocha

Seminar and Lessons in Master Degree and Doctoogtdm on Neurosciences. Anabela
Pinto

Seminar ad Lessons in Master degree on PhysicalcMedand Rehabilitation. Anabela
Pinto

Seminar and Lessons on Orthopedic Rehabilitatiorab&la Pinto

Seminar and Lessons in Master Degree and Doctoogtd#m on Neurosciences. Isabel
Conceicao

Seminar and Lessons in Master Degree and Doctoogtd&m on Pain. Isabel Concei¢éo
Lessons in Biomechanics - Biomedical Engineeringgrated master degree. Isabel
Conceicao

Master and Ph.D. thesis completed

Mamede de Carvalho

Orientador de Tese de Mestrado de Reabilitagdo Nealdgica da Universidade Catolica
Portuguesa do terapéuta Carlos Fernando Leite Martiom o tituldimaginacdo Motora de

Actividade da Vida Diaria? AlteracBes na Excitafldde Cortical”. Aprovado com a

classificacdo de 18 valores, em 2011.

Orientador de Tese de Mestrado de Reabilitagdo Nealdgica da Universidade Catolica
Portuguesa do terapéuta Carlos Fernando Leite Mdartom o tituldimaginacdo Motora de

Actividade da Vida Diaria? AlteracBes na Excitafldde Cortical”. Aprovado com a

classificacdo de 18 valores, em 2011.

T Evangelista

Tese de mestrado integrado em medicina “Qualitifeofn Mild Cognitive Impairment patients”
da discente Sofia Silva Narciso
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MC Azevedo Coutinho

Orientou os seguintes Trabalhos de Mestrado:

“Biomarcadores na Insuficiéncia Cardiaca” da al8ofia Alexandra Gomes Rosas de Azevedo
Fernandes (2011);

“Qual a Estratégia Antitrombédtica mais Adequada Rilarilhacdo Auricular Permanente na
Auséncia de Doenca Valvular?” do aluno José Clmsdes (2011);

“Miocardiopatia de Tako-Tsubo” da aluna Teresa Mgz (2011).

Isabel Rocha

“Bases Autondémicas e Hemodindmicas da Respostgpdigiea ao Treino de Ortostatismo na
Sincope Neurocardiogénica Reflexa”. Aluno de MelstréSofia Santos. Instituto Politécnico de
Lisboa - Universidade de Lisboa, Escola SupetierTecnologia da Saude de Lisboa -
Faculdade de Medicina.

“Andlise de Custo-Efectividade da Terapéutica dssReronizacdo Cardiaca na Insuficiéncia
Cardiaca. Impacto da seleccdo baseada na dessnorenanica”. Aluno de Mestrado: Maria
Jodo Ferreira. Escola Nacional de Saude Publicaivel$idade Nova de Lisboa.

“Beneficios da Monitorizagdo Remota no Follow-Up Deentes com Insuficiéncia Cardiaca
Portadores de Cardioversor-Desfibrilhador ImplagfavAluno de Mestrado: Carla Rocha.

Instituto Politécnico de Lisboa - Universidade ldsboa, Escola Superior de Tecnologia da
Saude de Lisboa - Faculdade de Medicina.
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Neurosciences Unit

Major interests / Objectives

The unit aims the elucidation of cellular and malac mechanisms involved in tuning and fine-
tuning neuronal communication at synaptic levetluding receptor mobility, pre- and post-
synaptic receptor activation and the transducirgjesgs operated by receptors as well as the
systems involved in neurotransmitter/neuromodulaiogactivation including membrane
transporters. The impact for nervous system functind dysfunction is also evaluated in the
context of behaviour, memory and learning. The umihow composed by six independent
groups. Each group has its own research team agurapfinanced research projects. Therefore,
in this report groups will be identified indepentignDue to the tight interaction between the
groups within the Unit the major scientific achiments and publications are pooled together.

The specific research objectives of each groupennit are:

Neuroprotection Group - To investigate mechanisms involved in neuromatgetion, focusing

on the control of a delicate balance between nelrrorhibition/excitability. We have been
focusing on adenosine (for a review by the growguée see e.g., Sebastido et al., 1996g
Neurobiol, 48, 167-189 -Journal IF: 9.966, Citations: 194), which besideting itself as an
endogenous neuroprotective agent, interacts whlerasubstances, including cannabinoids and
neurotrophic factors, also relevant for cell sualivOur aim is to evaluate the interplay between
different neuroprotective substances and, thergtoreontribute for the understanding of how
neurones can be helped to survive and recover ifisuits.

Neuromodulation and Plasticity Group -To elucidate fine tune regulation of the chemical
synapses by neuromodulators (e.g. purines, neuidpsp We aim to recognize the way
neurotransmitters are controlled at the synaptell@nd the implications for plasticity and in
neuronal dysfunctions (for a review by the groupdkr see e.g., Ribeiro et al., 2002pg
Neurobiol, 68, 377-392 Journal IF: 9.966, Citations: 199). A projeanaig to identify a role for
adenosine in transgenic animal models of amyotmlaltéral sclerosis (ALS) has been initiated.
Receptor Biology and Cognition group -To understand how brain structures involved in
memory are affected in situations of cognitive teglin particular on changes occurring with
ageing and whether these changes are hastenedaarkated by several pathological conditions,
namely depression and anxiety. By the use of exyarial models (for the chronic stress model
used by the group leader see Lopes et al., J00oteomicsrl, 80-88, Journal IF: 5.074),
mimicking these situations, we investigate the iotpan cognition both at neuronal and
behavioural levels. We are mainly focused into esipt the role of adenosine,Areceptors as
potential cognitive modulators baithvitro andin vivo.

Regulation of Neuronal Death group -To understand neuronal death mechanisms induced by
noxious conditions. We are particularly interestadunderstanding how loss of endogenous
neuronal trophic support occurs in Alzheimer’s dige patients. We are particularly interested on
the potential involvement of fAaggregates in that loss. The age-related charfgesucotrophins-
mediated control of synaptic transmission (for aerg¢ publication by the group leader see
Diogenes et al., 200Hippocampus17: 577-585 - Times cited: 28, Journal IF: 4.688) also a
focus of the group.

Inhibitory Synapses Group —To understand the molecular mechanisms of inhipisgnapses,
focussing upon glycinergic ones, and their modaiatin the brain. The group aims to elucidate
the glycinergic neurotransmission in the hippocaspfgoth at molecular and functional levels,
and to clarify the role of glycine-mediated inhibit within the context of neuronal
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hyperexcitability, as it occurs in epilepsy (foregent publication by the group leader see Aroeira
et al., 2011,) Neurochem118: 339-35,Times cited: Dournal IF: 4.33)

Head

of Unit

Ana Maria Ferreira de Sousa Sebastido, PhD — Aasoerofessor, FMUL

Principal |

nvestigators

Ana Maria Ferreira de Sousa Sebastido, PhD Associate Professor, FMUL

Joaquim Alexandre Ribeiro, MD, PhD

Full Professor, FMUL

Alexandre Valério de Mendonca, MD, PhD

Principal Investigator, FMUL

Luisa V. Lopes Ph

Staff Scientist, IMN

Maria José Didgenes, P

Assistan Professor, FMU

Claudia Alexandra Valente de Castro, |

ResearclFellow, FMUL

Research Teams

Neuroprotection Group

Principal Investigator: Ana Maria Sebastiao,

PhD, Associate Professogiegmcao), FMUL

Fabio Marques Simbes de Sousa, Basic De(
in Biology

yidest Doc Fellowship, FCT

Raquel Dias, Basic Degree in Biology; PhD
Neurosciences

nPost Doc Fellowship, FCT

Sandra Vaz, Basic Degree in Biochemis
PhD in Neuroscienc

Post Doc Fellowship, FC

Sara Xapelli, Basic Degree in Biology; PhD i
Cell Biology

nPost Doc Fellowship, FCT

Catarina Fernandes, Basic Degree in Biolog

PheDowship, FCT (finished December
2011) left in December 20

y

Sofia Cristévao-Ferreira, Basic Degree in
Biochemistry

Ph.D Fellowship, FCT

Diogo Rombo, Degree in Biolo

Ph.D Fellowship, FC

Ana Filipa Ribeiro, Degree in Biochemis

Ph.D FellowshipFCT

Mariana Colino de Oliveira

Ph.D. Fellowship, FCT

Joaquim Jacob, Degree in Biology

MSc Student (N=tiemces); (finished
December 2011)

Ruben Goncalves, Basic Degree in Cell
Biology

MSc Student (Neurosciences); start Septem
2010 (co-supervised by Jodo Ferreira,
Chromatin Biology Unit)

per

Andreia Cruz Silva, Basic degree
Biochemistn

MSc Student (Biochemistry); (finishe
December 201,

Francisco Mouro, Basic Degree in Psycholo

gy  Mastieent (start Nov 2011)

Afonso Felix de Oliveira, Medicaltuden

GAPIC fellow (start September 20:
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Victor Camera Pimentel, Degree in Biologig
Sciences

dhD student at Univ Federal Santa Ma

Brasil (6 month short stay at IMM, start D
2011

Jodao Baiao

Technician, FMUL

Neuromodulation and Plasticity Group

Principal Investigator: Joaquim Alexandre Ribeiro, MD, PhD, Full Profes$aviUL

Alexandre Valério de Mendonca, MD, PhD

Principaldstigator, FMUL (also in the
Neurological Clinical Research Ur

Fernando Martins do Vale

Assistant Professor, FMUL

Alexandra Marcal, PhD

Investigator, MNHNC/UL

Rui Gomes, Ph

Assistan Professor, FCU

Anténio Pinto Duart MSc

PhD.Fellowship, FCT (collaborative project
cell calcium imaging with San Diego, Califor

Paula I. Pousinha, MSc

PhD. Fellowship, FCT

Ana Rita Gagean de Sousa Guerra Cosi
Degree in Biology

PhD. Fellowship, FCT

Frederico Simdes do Couto, M

Assistant, FMUI

Nuno Canas, MD, MSc

Assistant, FMUL

Luis Abegao Pinto, MD

Assistant, FMUL

Gongalo Ramos, Degree in Biology

MSc Student, FCUL

Mariana Rocha, Degree in Biolc

MSc Student (started September 2!

Joao Baia

Technician, FMUI

Receptor Biology and Cognition group

Principal Investigator: Luisa Vagueiro Lopes,

PhD, IMM Staff Scientist

ria,
oC

Joana E. Coellt

Postdoc, Fellowship NESTE

Vania Batalha, MS

PhD Fellowship, FC

Diana Ferreira, Degree in Pharm

PhD student, FMU

Jorge Valadas, Degree in Biochemi

Bl fellowship, FC1

Jodo Baia

Technician, FMUI

Regulation of Neuronal Death group

Principal Investigator: Maria José Didgenes,

PhD, Auxiliary Professor, HMU

André Jer6nimo Santos, Basic degree in
Biochemistry

PhD Fellowship, FCT

Daniela Calcada, Basic degree in Biochem

MSc Neuroscience Student (finished Jani
2011)

Julia Pinho, Basic degree in Biology

MSc NeurosogeStudent (finished Decembg
2011

Anténio Caetano, Medical Student

Medical studeatio®ship, BAYER

=
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Riben Duque do Vale, Medical Student

GAPIC Fellow

Sofia LériasMedical Studer

GAPIC Fellow (c-supervised by Vaz)

Sara Parreira, Medical Student

GAPIC Fellow (coesvised by S Vaz)

Carla LedoMedical Studer

GAPIC Fellow (c-supervised by S Va

Carla Nunes, Medical Student

GAPIC Fellow (co-suiged by S Vaz)

Inhibitory Synapses Group

Principal Investigator: Claudia Valente, PhD Research Assistant, FMUL

Research Team

Rita Aroeira, MSc in Biochemistry PhD fellowshipCF (co-supervised by Ana M
Sebastiac

Catarina Luis, Basic Degree in Cell Biology MSc Mmeiences Student

Renato NogueiréMedical Studer GAPIC fellow

David CorreiaMedical Studer GAPIC fellow

Inés Figueiredo, Medical Student GAPIC fellow

Keywords/Research Areas

Tripartite synapse mechanisms; Neuronal Excitatitiitdition balance; Chronic stress; Ageing
Neurodegenerative mechanisms; Brain dysfunctions

Major Scientific Achievements of the Unit

Following the broad objective of the Unit — to urstand how neurons are finely tuned, or in
other words, how neuronal activity is metamodulatad better understand the concept see
Ribeiro & Sebastido, 2010 Acta Physiol 199, 161-169)y adenosine — major scientific
achievements during 2011 include the following fivgs:

1) Modulation of excitatory and inhibitory transmission - We found that GABA
transporters (GATS) in astrocytes are under corigoBDNF, which by operating a
truncated form of the TrkB receptor, facilitate® timsertion of GAT molecules in the
astrocytic membrane (Vaz et al., 2011 Biol Chem., 286,40464-4076, Journal IF:
5.328). Furthermore, GATSs in astrocytes are unidét tontrol by adenosine receptors,
which, as identified by the Unit, form tetramersmmosed by two homodimers of Al and
A2A receptors; these tetramers coupled to two Geprs, Gs and Gi and in this way
exert a dual control of GABAergic function (CrisémFerreira et al., 2011,Neurosci.,
31,15629-15639, Journal IF: 7.271). Heteromeripatietween dopamine and galanin
receptors to control cholinergic transmission aippdcampal excitability was also found
(Moreno et al., 2011] Neurosci, 31,7412-742, Journal IF: 7.271). In additiorgl@se
interaction between cannabinoid CB1 and adenosiberekeptors to control GABA
release and memory function has been identified ug&o et al., 2011,
Neuropsychopharmacolog\d6, 472-487, Journal IF: 6.685).

Synaptic and plasticity changes upon agein@y analysing age-dependent changes in
adenosine modulation of neuromuscular transmisgieridentified that, at least at the

2)
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neuromuscular junction, tonic activation of A2A eptors predominates over Al
receptor activation in very young animals, challaggan old paradigm that in young
animals inhibition by adenosine predominates oxeitaion (Pousinha et aNeurobiol
Aging, in the press, Journal IF: 6.634). At the aged hipptpus, there is an enhanced
A2A receptor mediated adenosinergic tonus and ashwesved, this allows a role of
endogenous BDNF upon ageing leading to enhanceiptigrplasticity (Diégenes et al.,
2011,Neuropsychopharmacologyd6,1823-1836, Journal IF:; 6.685).

3) Neuronal dysfunction induced by amyloid-beta peptié (AB-peptide). The Unit
clearly identified that g-peptide, a hallmark of Alzheimers’ disease, letmgmpaired
TrkB receptor signalling, and as shown in a coltation with a group of the Univ
Helsinki, this can be related to memory impairmiand mice model (APP/PS1 mice) of
Alzheimers’s disease (Kemppainen et al.,20Néurobiol Aging, Epub ahead of print,
Dec 29, Journal IF: 6.634).

4) Stress. Sustained enhancement of glucocorticoid levelschyonic stress leads to
synaptic dysfunction and as the Unit clearly shqwblibckade of adenosine A2A
receptors can revert this dysfunction, highlightthg therapeutic interest of adenosine
A2A receptor antagonists in stress-induced memanpairment (Batalha et al,
Molecular Psychiatry in the press, Journal IF: 15.470).

5) Glycinergic transmission.The unit clearly showed that glycinergic receptmes widely
expressed in hippocampus and that their subcelltatization and subunit composition
change over development, peaking at postnatal dayt®eing still evident in adulthood
(Aroeira et al., 2011] Neurochem, 118,339-353, Journal IF: 4.337).

Another major achievement was that clinical redealines, namely those in neuro-
ophthalmology and psychiatry, have been openedriyriembers in 2011 (; Couto et dhGtas
Espan Psig39, 147-154, Journal IF: 0.695; Pinto et Atgh Clin Exp Ophthalmol in the press,
Journal IF: 2.158).

Recent Most Relevant Publications

1-Assaife-Lopes, N., Sousa V. C., Pereira D. BeRthJ. A., Chao M. V. and Sebastido A. M.
(2010). Activation of adenosine A2A receptors inekidrkB translocation and increases BDNF-
mediated phospho-TrkB localization in lipid raftsiplications for neuromodulatiod. Neurosci.,
30: 8468-8480(Journal IF: 7.271, Citations: 11)

2-Sebastido AM and Ribeiro J A (2009). Adenosinedpéors and the Central Nervous System,
Handbook Exp Pharmacal93: 471-534. (Google Scholar Citations: 40)

3-Diégenes, M.J., Fernandes, C.C., Sebastido, ARibeiro, J.A. (2004) Activation of adenosine
A, receptor facilitates BDNF modulation of synapti@rismission in hippocampal slicéaurnal
of Neuroscience24,2905-2913. (Journal IF: 7.271, Citations: 60)

4-Lopes LV, Cunha RA, Kull B, Fredholm BB, RibeidA (2002) Adenosine A receptor
facilitation of hippocampal synaptic transmissiendependent on toniciAeceptor inhibition.
Neurosciencel12,319-329. (IF: 3.215, Citations: 79)

5-Sebastido, A.M., Ribeiro, J.A. (2000). Fine tgnimeuromodulation by adenosinEends in
Pharmacoogical Sciences (TIP3}, 341-346. (Journal IF: 11.050, Citations: 145)
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Ongoing Research Projects
Neuroprotection Group
National:

2011/2014 - Modulation of GABAergic transmission tiee hippocampus by adenosine. FCT,
Coordinator: Ana M Sebastido. PTDC/SAU-NMC/1108882. 156 000€

International :

2009/2011 —Control of GABA transport in astrocyté3ollaborations with Rafael Franco,
University of Pamplona, Carmen Dias, UniversityBafrcelona, Spain, Ulrik Gether, University of
Copenhagen, and with F Conti, Univ Ancona, Italg-@dinator: Ana M Sebastido (no funding).

2008/2011 — Modulation by adenosine of the BDNFagfit influences. Collaboration with Detlev
Boisson (Oregon), Bruno Frenguelli (Warwick Univgrs UK), Regeneron Pharmaceuticals
(USA). Co-ordinator: Ana M Sebastido (no funding).

2007/2011 — Memory impairments caused by cannatsnaiterplay with adenosine Al receptors.
Collaboration with Judith Pratt and Rose Brett d8itclyde Univ, Glasgow). Project Coordinator:
Ana M Sebastido (no funding).

2011/2012 - Consequences of perinatal hypoxia/estie upon TrkB, A2A and Al receptor
expression in the hippocampus. Pl: Maria Rosa GhitpUniversidade Federal de Santa Maria,
Brasil (no funding).

2011/2012 - Modulation of tonic GABAergic currerits the hippocampusCollaboration with
Enrico Cherubini, Univ Trieste. Project Coordinathna M Sebastido (no funding).

2011/2012 - Modulation of AMPA receptor traffickinGollaboration with Jeremy Henley, Univ
Bristol. Project Coordinator: Ana M Sebastido (nnding).

Neuromodulation and Plasticity Group
National:

2011/2014 — Are Microglia a New Potential Pharmegimal Target in Amyotrophic Lateral
Sclerosis (ALS)? FCT, Coordinator: D Brites FFULarfhers at IMM: Alexandra Marcal,
Member of the research team, Consultant: J.A. Rib&TDC/SAU-FAR/118787/2010. IMM
budget: 22.000€

2010/2013 — Cross talk between neurotrophic factmeptors (TrkB) and adenosine A2A
receptors: implications for amyotrophic lateralesokis (ALS). FCT, Coordinator: J.A. Ribeiro
PTDC/SAU-NEU/101752/2008. 159 760€

2008/2011 — Membrane receptors and mediators iadailv plastic changes induced by neuronal
insults: implications for neuroprotection.). FCTodEdinator: J.A. Ribeiro. PTDC SAU-
FCF/68607/2006. 160 000€
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International:

2008/2011. Modulation of transmission at the higwopus by receptor hetromerization.
Coordinators: S. Ferre (NIH, Bethesda, USA) and Ribeiro (IMM), also involving R Franco
(Univ Pamplona) and Carmen Lluis (Univ Barcelon@pordinator at IMM: J.A. Ribeiro. “(no
funding)”.

Receptor Biology and Cognition group

National:

2010/2013 - Role of the adenosine A2A receptohionic stress - implications for learning and
memory. Collaboration with Christa Muller (Bonn Waisity). FCT, Coordinator: Luisa V
Lopes. PTDC/SAU-NEU/099853/2008. 130 000€

2010-2012— “Psychological indicators of stress tigdig and disease adaptation” — BIAL
Foundation Fellowship 38 000 EUR. Coordinator amMM_uisa V Lopes. IMM budget: 38 000€

International:

2011-2012 - Adenosine A2A receptors and glucocode in age-related hippocampal
dysfunctions, Egide/Pessoa (Pl in France David BluBoordinator at IMM: Luisa Lopes.
Funding (mobility): 6 400€

2008-2011- Brain-gut interaction. In collaboratisith Kussmann M (Lausanne). Coordinator:
Luisa Lopes - Project financed by Nestlé Researsitdl (Nestec/IMM/474/2008) 190 000€.

2010-2014 — Functional consequences of A2A recapterexpression. Project leadered at IMM,
in collaboration with Michael Bader for the supplytg CAMKII-hA2AR rats (no funding).

Regulation of Neuronal Death group

National:

2008/present- Deciphering the role db foxicity in the loss of endogenous neuroprotectfe@T
funding for the PhD fellowship of André Jeroniman8ss. Coordinator: Maria José Diégenes (no

funding)

2008/present — Dysfunctional or compensatory erddupdasticity upon ageing? Collaboration
with Merz Pharma. Coordinator: Maria José Diogdnesfunding).

International:
Collaboration with Eero Castren (Univ Helsinki) alddikki Tanila (Univ Kuopio) to evaluate fA

toxicity at the cellular level and how toxicity lhakrks can be related to memory impairment in a
mice model (APP/PS1 mice) of Alzheimers’s diseasef(nding).
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Inhibitory Synapses Group

National:

2009/2013 - Characterization of glicinergic newangmission in the hippocampus FCT funding
for the PhD fellowship of Rita Aroeira. Coordinat@audia Valente (no funding).

International:

2011- Collaboration with Uwe Heinemann (Univ ChériBerlin) for setting up an in vitro model
of drug resistant epilepsy. Supported by NENS (Mektvof European Neuroscience Schools) (no
funding).

2011-2012 — Collaboration with Manuel Miranda (Ufiexas at El Paso) for the supply of
glycine transporter antibodies (no funding)

Publications in peer review Journals

Batalha VI, Pego JM, Fontinha B, Costenla AR, Vatad, Baqgi Y, Radjainia H, Miller CE,
Sebastido AM and Lopes LV (2012). Adenosine A2/eptor blockade reverts hippocampal
stress-induced deficits and restores corticosteconadian oscillationMolecular Psychiatry
(in the press) (Journal IF: 15.470).

Pousinha PA, Correia AM , Sebastido AM and Ribdio(2012). Neuromuscular transmission
modulation by adenosine upon agibgurobiol Aging(in the press) (Journal IF: 6.634).

Freitas PP, Cardoso FA, Martins VC, Martins SA, teoww J, Amaral J, Chaves RC, Cardoso S,
Fonseca LP, Sebastido AM, Pannetier-Lecoeur M, &er@ (2012) Spintronic platforms for
biomedical applicationd.ab Chip 12.546-557 (Journal IF: 6.260)

Pinto LA, Vandewalle E and Stalmans | (2012) Disead correlation between arterial resistance
and pulsatility in glaucoma patientsActa Ophthalmologica(in the press) (Journal IF:
2.809)

Kemppainen S, Rantamaki T, Jer6nimo-Santos A, LlsewrsG, Autio H, Karpova N, Karkkainen
E, Stavén S, Miranda HV, Outeiro TF, Didgenes Mdrdche S, Davis S, Sebastido AM,
Castrén E and Tanila H. (2011). Impaired TrkB reégsegignaling contributes to memory
impairment in APP/PS1 midgeurobiol Aging Dec 29. [Epub ahead of print] (Journal IF:
6.634).

Dias R, Ribeiro JA and Sebastiao AM. (2012) Enhareré of AMPA currents and GIluR1
membrane expression through PKA-coupled adenosi& #eceptors Hlippocampus 22,
276-291(Journal IF:; 4.609)

Cristovao-Ferreira S, Navarro G, Brugarolas M, P&apote K, Vaz SH, Fattorini G, Conti F,
Lluis C, Ribeiro JA, McCormick PJ, Casadoé V, Fraf;debastido AM. (2011). Modulation
of GABA Transport by Adenosine A1R-A2AR Heteromeafghich Are Coupled to Both Gs-
and Gi/o-Proteins] Neurosci31:15629-15639(Journal IF: 7.271)

Lopes LV and Kussmann M.(2011). Proteomics at therface of psychology, gut physiology
anddysfunction: an underexploited approach thatemes expansion.Expert Rev
Proteomics8: 605-614 (Journal IF: 4.406)
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Vaz S. H., Jargensen T. N., Cristovao-Ferreira 8ldDS, Ribeiro J A, Gether U. and Sebastido
A. M. (2011). Brain-derived neurotrophic factor@dRF) enhances GABA transport by
modulating the trafficking of GABA transporter-1 AB-1) to the plasma membrane of rat
cortical astrocytes Biol Chem286: 40464-4047&Journal IF: 5.328).

Marques S, Batalha VL, Lopes LV, Outeiro TF.(20Ihdulating Alzheimer's disease through
caffeine: a putative link to epigenetidsAlzheimers Dis24:161-171 (Journal IF: 4.261)

Costenla AR, Diégenes MJ, Canas PM, Rodrigues Rgudira C, Maroco J, Agostinho PM,
Ribeiro JA, Cunha RA, de Mendonca A (2011). Enhdrmoée of adenosine A(2A) receptors
in the modulation of LTP in the rat hippocampus mEmeing.Eur J Neurosci34:12-21
(Journal IF: 3.658)

Moreno E, Vaz SH, Cai NS, Ferrada C, Quiroz C, BaxoSK, Kabbani N, Canela El,
McCormick PJ, Lluis C, Franco R, Ribeiro JA, Seld@sAM and Ferré S. (2011) Dopamine-
galanin receptor heteromers modulate cholinergiaroteansmission in the rat ventral
hippocampus] Neurosci31:7412—7423. (Journal IF: 7.271, Citations: 2)

Didgenes MJ, Costenla AR, Lopes LV, Jerénomo AR4s8dVC, Fontinha BM, Ribeiro JA and
Sebastido AM. (2011) Enhancement of LTP in ageslisatiependent on endogenous BDNF.
Neuropsychopharmacolog$6:1823-1836 (Journal IF: 6.685)

Aroeira RI, Ribeiro JA, Sebastido AM and Valente (2811). Age-related changes of glycine
receptor at the rat hippocampus: from the embrythéoadult.J Neurochem118: 339-353.
(Journal IF: 4.337, Citations:1)

Lopes LV, Sebastido AM, and Ribeiro JA. (2011) Aalsine and related drugs in brain diseases:
present and future in clinical tria@urr Topics Med Cherh1:1087-1101 (Journal IF:: 4.112,
Citations:1)

Sebastido AM, Assaife-Lopes N, Diégenes MJ, Va8 Ribeiro JA (2011) Modulation of
brain-derived neurotrophic factor (BDNF) actionstlie nervous system by adenosine A2A
receptors and the role of lipid rafBBA Biomembranes Biochimica et Biophysica At888,
1340-1349. (Journal IF: 4.647)

Sousa VC, Assaife-Lopes N, Brett RR, Ribeiro JAatPrJA and Sebastido AM. (2011)
Regulation of hippocampal cannabinoid CB1 receattions by adenosine Al receptors and
chronic caffeine administration: implications fdret effects ofA9-tetrahydrocannabinol on
spatial memoryNeuropsychopharmacolog$6: 472-487 (Journal IF: 6.685)

Sebastiao AM. (2011) Neuronal ENT1 takes up synaaienosine even under hypoxia/ischemia
J Neurochemi181-3 (Journal IF: 4.337)

do Couto FS, Queiroz C, Barbosa T, Ferreira L, Fioi, Viseu M, Ramos L, Romero J and
Figuera M. (2011). Clinical and therapeutic chagezation of a portuguese sample of
patients with schizophreniaictas Espan Psi@9, 147-154 (Journal IF: 0.695)

Pinto LA, Vandewalle E, Pronk A and .Graefes 191(P) Intraocular pressure correlates with
optic nerve sheath diameter in patients with normession glaucoma’Arch Clin Exp
Ophthalmol.DOI 10.1007/s00417-011-183B¢Journal IF: 2.158)

Other publications International

Sebastido AM, Cristévao-Ferreira S and Ribeiro 2812) Downstream pathways of adenosine.
Springer Books in “Adenosine: a key link betweentabelism and central nervous system
activity” ed. Susan Masino, Springer Books, USA,{fess).
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Blum D, Sandau, U,Laurent, C, Batalha, V, LeboucherHamdane, M, Pasquier F, Detlev
Boison, Buée L, LV (2012) “Adenosine receptors &fzheimer’s Disease” Springer Books
in “Adenosine: a key link between metabolism andticd nervous system activity” ed. Susan
Masino, Springer Books, USA, (in press).

Blum D, Martire A , Burnouf S, Sablonniére B, Krgstviak P, Ledent C, Lopes LV, Popoli P
(2012) “Adenosine receptors in Huntington’s Diséase“Adenosine:; a key link between
metabolism and central nervous system activity"San Masino, Springer Books, USA, (in
press).

Amaral J, Cardoso S, Freitas PP and Sebastiao 2042) Toward a system to measure action
potential on mice brain slices with local magnestive probes] Appl Phys109,07B308 -
07B308-3 (Journal IF: 2.079)

Barroso S and Sebastido AM (2012) Research Passibifor Pre-graduate Students In: The
Researching, Teaching, and Learning Triangle Meérgan Academia and Industry, 2012,
Volume 10, Part 1, 17-25, DOI: 10.1007/978-1-4656&9 2

Pinto, L:A: and Stalmans | (2011). A Vascular Apgebh to Glaucoma, Glaucoma - Basic and
Clinical Concepts, Shimon Rumelt (Ed.), ISBN: 9A3%8B07-591-4, In Tech, Available
from: http://www.intechopen.com/articles/show/tilesascular-approach-to-glaucoma

Canas N and Soares, P (2011). MRI Abnormalitieaded by Seizures Em “Neuroimaging/ 2,
Intech publishing (Editor Peter Bright), (in theeps)

Martins do Vale, F. (2011). The noxious mechanigmpain after intravenous injections. online
http://www.bmj.com/rapid-response/2011/11/03/nogionechanism-pain-after-intravenous-
injections.

Martins do Vale, F. (2011). The replacement of roalddrescription undermines pharmacological
vigilance and may encourage corruption. online dyveé¥nbro BMJ .com “Rapid Response”:
http://www.bmj.com/rapid-response/2011/11/15/refprecists-may-be-allowed-change-
prescriptions-without-consulting-pres

Martins do Vale, F. (2011). Specialization may dtsas diagnosis. online 11 November BMJ
.com “Rapid Response”. http://www.bmj.com/rapidpesse/2011/11/11/re-keeping-open-
mind

Other Publications National

Pinto LA, Ferreira J, Patricio M, Rios C, Cunha NRyrques-Neves C. Impacto do diametro do
nervo Optico na amplitude de pulso ocular no glea@rimario de angulo aberto”. Revista
da Sociedade Portuguesa de Oftalmologia (2012)7-B1. (Prémio Borges de Sousa)

Pinto LA, Ferreira J, Fernandes F, Patricio M, B&asRios C. Correlagcédo entre morfologia da
bolha de filtracdo e eficacia hipotensora dos digppos de drenagem. Aceite para publicacédo
na Revista da Sociedade Portuguesa de Oftalmologia.

Pinto LA, Vandewalle E., Zeyen T, Stalmans |. Asgho da regulacdo vascular da circulacdo
retrobulbar por Color Doppler Imaging. Aceite pgmablicacdo na Revista da Sociedade
Portuguesa de Oftalmologia. (prémio MSD)

Pinto LA, Vandewalle E, Zeyen T, Stalmans |. Ausérde pulsatilidade venosa espontanea como
factor de risco no glaucoma normotensional. Acpiea publicacdo na Revista da Sociedade
Portuguesa de Oftalmologia
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Invited Lectures and Seminars

Sebastido, AM. Modulation of hippocampal synaptiasficity by adenosine A2A receptors.
Physiology 2011, The Physiological Society, Oxfdd&, July 11-14, 2011

Lopes, LV. 1st Annual MIND Symposium Molecular Memisms of Neurodegeneration,
“Adenosine A2A receptors in the brain: sensor dggering signal?”, Harvard Medical
School, MIND symposium, Boston — USA, November 2011

Lopes, LV. "Adenosine receptors as therapeuticetarin brain disorders" Chair of symposium in
the European Brain and Behaviour Society Meetiregijle, Spain, September 2011

Lopes, LV. Time for a coffee-break? — Exploring feafe-like properties in brain disorders.
Nestlé Institute for Health Sciences, Lausanne itzévland, December 2011

Lopes, LV., Adenosine A2A receptors in the bramplications in ageing and stress, INSERM
Lille, June 2011.

Lopes, LV. European Winter Conference on Brain BRegde— "Caffeine control of brain function
— role of adenosine receptors”Les Alpes, FrancecMaill

Pinto, LA" Stress and Glaucoma — link or myth?” Réo Annual da Merck Fundation Belgium,
Bruxelas, Belgium, May 25, 2011

Sebastido, AM., Cristévao-Ferreira, S., Navarrq,Beugarolas, M., Pérez-Capote, K., Vaz, SH.,
Lluis, C., Casadd, V., Franco, R., Ribeiro, JA. @tein coupling of A1/A2A heteromers in
astrocytes. SINAL 2011 — 5th National Meeting ogri Transduction, Coimbra, April 28-
30, 2011.

Sebastido, AM. Reinforcement of excitatory sigrgkxt the tripartite synapse by adenosine A2A
receptors. 12 Meeting of the Portuguese Neuroscience Socieshda, May 26-28, 2011.

Aroeira, Rl Temporal characterization of glycine receptoramn hippocampus. Lisbon Area
Neuroscience Meetings, Institute of Molecular Maukg Lisboa Portugal, April 2011

Rombo, DM, Dias, RA, Ribeiro, JA, Sebastido, AMning inhibition with adenosine — synaptic
vs extrasynaptic responses. Lisbon Area Neuroseidvieeting, Institute of Molecular
Medicine, Lisbon, December 14, 2011.

Pinto LA “Venous circulation in Glaucoma” — Lectuda European Ophthalmology Society no
congresso anual da Sociedade Portuguesa Oftalmolggamoura 2011. (Indigitado para
apresentar a 12 Edicdo em Portugal desta inicidiév@ociedade Europeia, que visa promover
um jovem oftalmologista com menos de 40 anos)

Communications in International Conferences

Aroeira, R.I, Ribeiro, J.A., Sebastido, A.M., Valente, C.A. Eegsion and function of glycine
transporters, GlyT1 and GlyT2, in rat astrocytdsIBRO World Congress of Neuroscience,
Florence, Italy, July 14-18, 2011 (Poster presentat

Batalha, V.L., Valadas, J.S., Hockmeyer, J., MUllE.E., Sebastido, A.M., Lopes, L.V.
Adenosine A, receptors regulate the hypothalamic pituitary adk@xis function. 41
Annual Meeting of the Society for Neuroscience, Wiagton DC, USA, November 12-16,
2011 (Poster presentation).
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Batalha, V.L., Sebastido, A.M., Lopes, L.V. The aptic responses of adenosine receptors in the
rat hippocampus are modified by chronic stress: abimg hypothesis. "8IBRO World
Congress of Neuroscience, Florence, ltaly, Julst842011 (Poster presentation).

Brites, D., Silva, S.L.,, Oliveira, A, Vaz, A.R, Diégenes, M.]., van Rooijen, N., Sebastido, A.M,,
Fernandes, A., Gomes, C., Falcdo, AS.., Silva, R.F.M. Microglia faces featuring a potential
pathological neural/glial behavior highly common in neonatal life. 10t European
meeting on Glial cells in health and disease, Prague, Czech Republic, September 13-17,
2011: GLIA Volume: 59 Supplement: 1 Pages: S101-S101 Published: OCT 2011 (Poster
presentation).

Costenla, A.R., Didgenes, M.J., Agostinho, P.M.MEndonca, A., Cunha, R.A. Enhanced role
of adenosine A2A receptors in the modulation of LiiRhe rat hippocampus upon aging.
European Winter Conference on Brain Research, UpesA France, March 14-18, 2011.
(Poster presentation).

Cristévao-Ferreira, S., Vaz, S.H., Ribeiro, J.Aeb&stido, A.M. A1-A2A heteromer is coupled to
both Gi/0 and Gproteins. & IBRO World Congress of Neuroscience, Florencdy,ltuly
14-18, 2011 (Poster presentation).

Do Vale, R.D., Pinho, J., Lopes, L.V., Ribeiro, .J.8ebastido, A.M., de Mendonga, A, Didgenes,
M.J. Blockade of NMDA receptors by memantine desesathe augmented LTP in old rats
hippocampus to “physiologic” values. Berlin Brairay3 2011, Berlin, Germany, December
7-9, 2011 (Poster presentation).

Jerénimo-Santos, A., Batalha, V.L., Miiller, C., Hemeyer, J., Sebastido, A.M., Lopes, L.V.,
Di6égenes, M.J. Chronic blockade of adenosine A2feptors abolish BDNF effect on
hippocampal LTP. 8 IBRO World Congress of Neuroscience, Florencdy,ltduly 14-18,
2011 (Poster presentation).

Ribeiro, F.F., Neves-Tomé, R., Assaife-Lopes, NyaSR., Brites, D., Ribeiro, J.A., Sebastiéo,
A.M. The mechanisms underlying the role of ader®gigy, and BDNF TrkB receptors upon
neuronal maturation."8IBRO World Congress of Neuroscience, Florencdy,ltiuly 14-18,
2011 (Poster presentation).

Rocha, M.C., Pousinha, P.A., Sebastido, A.M., Rihed.A., Correia, A.M. Changes in
neuromuscular transmission in both pre- and symatienphases of the SOD1G93A mouse
model of Amyotrophic Lateral Sclerosis. *41Annual Meeting of the Society for
Neuroscience, Washington DC, USA, November 12-0&13Poster presentation).

Sebastido, A.M., Sousa, V.C., Assaife-Lopes, NbeRo, J. A., Pratt, J. A., Brett, R. Chronic
caffeine-induced upregulation of adenosineréceptors exacerbates spatial memory deficits
induced by cannabinoids. #Annual Meeting of the Society for Neuroscience,siagton
DC, USA, November 12-16, 2011 (Poster presentation)

Valente, C.A., Aroeira, RI., Ribeiro, J.A., Sebastido, A.M. Expression of glgc receptor
subunits in cortical cultured astrocytes”*44nnual Meeting of the Society for Neuroscience,
Washington DC, USA, November 12-16, 2011 (Postesgmtation).

Vaz, S.H., Cristovao-Ferreira, S., Ribeiro, J.Agb&stido, A.M. Modulation of GAT-1
transporter in astrocytes by BDNF involves the ¢atad form of TrkB receptors coupled to a
non-classic PLG/PKC-d and Erk/MAP kinase pathway."8IBRO World Congress of
Neuroscience, Florence, Italy, July 14-18, 201 ls{@opresentation).

Pimentel J., Canas N., Almeida V. et al. (20119p@sal To Study The Immune-Mediated
Epilepsies In Adults Conference: 29th Internatiofglilepsy Congress Location: Rome,
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ITALY Date: AUG 28-SEP 01, 201Epilepsia Volume: 52 Special Issue: SI Supplement:
6 Pages: 31-31 Published: Aug 2011

Pinto, L.A, Vandewalle, E., Pronk, A & StalmarisRetrobulbar flow velocities reveal different
responses to changes in resistance index betwaeooghatous and healthy subjedeting
of Association for Research in Vision and Ophthdtgy, Ft Lauderdale 2011.

Pinto, L.A, Vandewalle, E., Pronk, A & Stalmaris,‘Intraocular pressure correlates with optic
nerve sheath diameter in patients with normal tenglaucoma’'World Glaucoma Congress,
Paris, France, June 29 — July 2, 2011.

Pinto, L.A, Vandewalle, E., & Stalmank,Lack of spontaneous venous pulsation as a rigkrfac
for normal tension glaucoma. Basel Glaucoma Mee&2idiyl. (Poster presentation). (Prémio
melhor poster da reunido)

Communications in National Conferences

Aroeira, R.I., Ribeiro, J.A., Sebastido, A.M., Valente, C.A. Eallar and functional evidences
for the occurrence of glycine transporters in mtical astrocytes."5sIMM PhD Students
Meeting, Lisboa, October 17-18, 2011. (Poster mtadien).

Aroeira, R.I, Ribeiro, J.A., Sebastido, A.M., Valente, C.A. Blmpmental changes of glycine
receptors in rat hippocampus."®leeting of the Portuguese Neuroscience Socieshda,
May 26-28, 2011 (Poster presentation).

Batalha, V.L., Hamdane, M., Sebastido, A.M., BuéeBlum, D., Lopes, L.V. Adenosine, A
receptors decrease glucocorticoid receptor trgptsmmal activity impacting in the stress
response system."SIMM PhD Students Meeting, Lisboa, October 17-1812 (Poster
presentation).

Batalha, V.L., Hamdane, M., Sebastido, A.M., Buée Blum, D., Lopes, L.V. Modulation of
glucocorticoid receptor transcriptional activity agenosine A2A receptors: consequences for
stress response’ Champalimaud Neuroscience Symposium, Lisboa, Seee18-21, 2011
(Poster presentation).

Batalha, V.L., Valadas, J.S., Hockemeyer, J., M{ll€.E., Sebastido, A.M., Lopes, L.V.
Involvement of adenosine,Areceptors in the hypothalamic pituitary adrenasaggulation.
12" Meeting of the Portuguese Neuroscience Societybda, May 26-28, 2011 (Poster
presentation).

Batalha, V.L., Valadas, J.S., Hockemeyer, J., M{IRE., Sebastido, A.M., Lopes, L.\ vivo
Adenosine A2A receptor blockade reverts early $iteess-induced impairments in the rat
hippocampus and reestablishes the stress respgssams 41 Annual Meeting of the
Portuguese Pharmacological Society, Coimbra, Fep@id, 2011 (Oral presentation)

Calcada, D., Ribeiro, J.A., Sebastido, A.M., DiGegrM.J. The role of lithium on apoptotic cell
death induced by amyloidp peptide. 41" Annual Meeting of the Portuguese
Pharmacological Society, Coimbra, February 2-412@ral presentation)

Coelho, D., Figueiredo, I., Sebastido, A.M., Vater€.A. Mapping glycine receptor (GlyR) and
glycine transporters (GlyT1 and GlyT2) in primamyrtical astrocytes. VI Young European
Scientist Meeting (YES Meetingporto, September 16-18, 2011 (Oral presentation)

Cristovao-Ferreira, S., Vaz, S.H., Ribeiro, J.Aeb&stido, A.M. A1-A2A heteromers are coupled
to both Go and G and modulate GABA uptake through PKA activity "1eeting of the
Portuguese Neuroscience Society, Lisboa, May 2&@8] (Poster presentation).
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Cristévao-Ferreira, S., Vaz, S.H., Ribeiro, J.Aeb&stido, A.M. A1-A2A heteromer is coupled to
both Go and G proteins. 41 Annual Meeting of the Portuguese Pharmacologicaiedy,
Coimbra, February 2-4, 2011 (Oral presentation)

Cruz-Silva, A., Vaz, S.H., Ribeiro, J.A., Sebasti#oM. Calcium signaling modulation by
adenosine receptors in astrocyte8. Ghampalimaud Neuroscience Symposium, Lisboa,
September 18-21, 2011 (Poster presentation).

Dias, R.B., Ribeiro, J.A., Sebastido, A.M. Ischeimiduced plasticity requires activation ofA
adenosine receptors and signalling through calgermeable AMPA receptors: echoing
physiological LTP? 12 Meeting of the Portuguese Neuroscience Socieshdd, May 26-
28, 2011 (Poster presentation)

Dias, R.B., Ribeiro, J.A., Sebastido, A.M. Actiaatiof A.n receptors is required for ischemia-
induced facilitation of hippocampal synaptic traission. 4% Annual Meeting of the
Portuguese Pharmacological Society, Coimbra, Fep@id, 2011 (Oral presentation)

Di6genes, M.J., Costenla, A.R., Lopes, L.V., JarmmSantos, A., Sousa, V.C., Fontinha, B.M.,
Ribeiro, J.A., Sebastido, A.M. Enhanced LTP in ages dependent on endogenous BDNF.
1** Champalimaud Neuroscience Symposium, Lisboa, Bdme 18-21, 2011 (Poster
presentation).

Diogenes, M.J., Costenla, A.R., Lopes, L.V., JaraniSantos, A., Sousa, V.C., Fontinha, B.M.,
Ribeiro, J.A., Sebastido, A.M. Enhancement of LitRged rats is dependent on endogenous
BDNF. 41% Annual Meeting of the Portuguese Pharmacologicaie®y, Coimbra, February
2-4, 2011 (Oral presentation).

Duque do Vale, R., Lopes, L.V., Ribeiro, J.A., S&lfD, A.M., de Mendonga, A., Dibgenes, M.J.
Detailing the age-related effects of memantine ongiterm potentiation. 41 Annual
Meeting of the Portuguese Pharmacological Soci€gimbra, February 2-4, 2011 (Oral
presentation)

Jerénimo-Santos, A., Batalha, V.L., Muller, C., Hemeyer, J., Sebastido, A.M., Lopes, L.V.,
Diégenes, M.J. Chronic blockade of adenosine A2&eptors prevents BDNF effect
on hippocampal LTP. f2Meeting of the Portuguese Neuroscience Socieshdd, May 26-
28, 2011 (Poster presentation).

Jacob, J.P., Vaz, S.H., Ribeiro, J.A., Sebastia®). Modulation of GABA uptake by P2Y1
metabotropic receptor in rat cortical astrocytésChampalimaud Neuroscience Symposium,
Lisboa, September 18-21, 2011 (Poster presentation)

Jacob, J.P., Vaz, S.H., Ribeiro, J.A., Sebastiabl. Modulation ofy-aminobutiric acid (GABA)
uptake by P2Y1 metabotropic purinergic receptoraincortical astrocytes. T2Meeting of
the Portuguese Neuroscience Society, Lisboa, Ma§ PPoster presentation).

Guerreiro, C.*, Ferreira, C.*, Vaz, S.H., Di6bgenkk,)., Ribeiro, J.A., Sebastido, A.M. Influence
of the protein amyloi@ in glutamate release from pre-synaptic terminalsmf rat
hippocampus. Workshop GAPIC 2011, FMUL, December 2211 (Poster presentation).
*co-first author

Guerreiro, C.*, Ferreira, C.*, Vaz, S.H., Didgendd,J., Ribeiro, J.A., Sebastido, A.M.
Modulation of BDNF effect on glutamate release ymaptosomes by amyloid peptide. VI
Young European Scientist Meeting (YES Meetjngprto, September 16-18, 2011 (Poster
presentation): co-first author
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Luis, C., Ribeiro, J.A., Sebastido, A.M.,Valente,AC Characterization of glycinergic
transmission in arn vitro epilepsy model. 1 Champalimaud Neuroscience Symposium,
Lisboa, September 18-21, 2011 (Poster presentation)

Parreira, S.*, Lérias, S.R.*, Vaz, S.H., Didgends]., Ribeiro, J.A., Sebastido, A.M. Effect of
the amyloidp peptide in GABA release from hippocampal synaptoes® of rat. Workshop
GAPIC 2011, FMUL, December 12, 2011 (Poster predimt) *co-first author

Parreira, S.*, Lérias, S.R.*, Vaz, S.H., Didgends]., Ribeiro, J.A., Sebastido, A.M. Effect of
the amyloidB peptide in GABA release from hippocampal synapteessi modulation by
BDNF. VI Young European Scientist Meeting (YES Meg}, Porto, September 16-18, 2011
(Oral presentation). *co-first author

Pinho, ].S., Batalha, V.L.,, Valadas, J., Constela, A.R., Sebastido, A.M., dsppL.V., de
Mendonca, A., Dibgenes, M.J. Chronic administratibrmemantine in aged rats: impact on
hippocampal dependent memory. Grupo de estudosvdghecimento cerebral e deméncias,
Tomar, June 3-4, 2011. (Poster presentation).

Pinho, ].S., Batalha, V.L.,, Valadas, J., Constela, A.R., Sebastido, A.M., dsppL.V., de
Mendonca, A., Didgenes, M.J. NMDA receptor block&@geing: impact on hippocampal
dependent memory. $2Meeting of the Portuguese Neuroscience Socieshda, May 26-
28, 2011 (Poster presentation).

Pinho, ].S., Batalha, V.L.,, Valadas, J., Constela, A.R., Sebastido, A.M., dsppL.V., de
Mendoncga, A., Didgenes, M.J.Effect of memantine rupgeing: impact on hippocampal
dependent memory41® Annual Meeting of the Portuguese Pharmacologicatiey,
Coimbra, February 2-4, 2011 (Oral presentation).

Oliveira, A.F., Ribeiro, J.A., Sebastiao, A.M. Brdderived Neurotrophic Factor (BDNF) impairs
recovery of synaptic transmission after hypoxia,aynechanism dependent on glutamate
NMDA receptors. VI Young European Scientist Meet{(Y&ES Meeting) Porto, September
16-18, 2011

Oliveira, M.C., Sebastido, A.M. Molecular mecharssamderlying A»/TrkB crosstalk. B 1MM
PhD Students Meeting, Lisboa, October 17-18, 2@bkter presentation).

Ribeiro, F.F., Silva, R., Fernandes, A., Brites, Ribeiro, J.A., Sebastido, A.R. Adenosing A
receptor and the axon elongatioff. MM PhD Students Meeting, Lisboa, October 17-18,
2011 (Poster presentation).

Ribeiro, F.F., Silva, R., Fernandes, A., Brites, Ribeiro, J.A., Sebastido, A.R. The role of
adenosine A receptor on neuronal outgrowtli! Champalimaud Neuroscience Symposium,
Lisboa, September 18-21, 2011 (Poster presenjation

Ribeiro, F.F., Assaife-Lopes, N., Silva, R., Femesy A., Brites, D., Ribeiro, J.A., Sebastido,
A.R. Neuronal Maturation: Roles of Adenosing,/&and BDNF TrkB receptors. £2Meeting
of the Portuguese Neuroscience Society, Lisboa, 26a%8, 2011 (Poster presentation).

Ribeiro, F.F., Neves-Tomé, R., Assaife-Lopes, NyaSR., Brites, D., Ribeiro, J.A., Sebastido,
A.M. Influence of Adenosine A and BDNF TrkB receptors upon neuronal maturatid’.
Annual Meeting of the Portuguese Pharmacologicaliedp Coimbra, February 2-4, 2011
(Oral presentation).

Rocha, M.C., Pousinha, P.A., Sebastido, A.M., Rihei.A., Correia, A.M. Is the neuromuscular
transmission of the SOD1G93A mouse, a model of Anmphic Lateral Sclerosis,
compromised? *i Champalimaud Neuroscience Symposium, Lisboa, Sdee18-21, 2011
(Poster presentation).
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Rocha, M.C., Pousinha, P.A., Sebastido, A.M., Rihel.A., Correia, A.M. Neuromuscular
transmission of the SODG93A mouse model of Amydtiop.ateral Sclerosis. 2Meeting
of the Portuguese Neuroscience Society, Lisboa, 26a28, 2011 (Poster presentation).

Rombo, D.M., Dias, R.A., Ribeiro, J.A., Sebasti@doM. A.M Cell-type specific A1l receptor
modulation of perisynaptic/extrasynaptic GABAA rpt&s in the hippocampus™3MM
PhD Students Meeting, Lisboa, October 17-18, 2@bkter presentation).

Rombo, D.M., Dias, R.A., Ribeiro, J.A., SebastidaM. Cell-type specific adenosinergic
modulation of perisynaptic/extrasynaptic GABAreceptors in the hippocampus?® 1
Champalimaud Neuroscience Symposium, Lisboa, Sdygemil8-21, 2011 (Poster
presentation).

Rombo, D.M., Dias, R.A., Ribeiro, J.A., Sebastidd,M. Cell-specific modulation of
extarsynaptic GABAA receptors in the hippocampug&” Reunion of the Portuguese
Neuroscience Society, Lishoa, May 26-28, 2011 @qsiesentation).

Rombo, D.M., Dias, R.A., Ribeiro, J.A., Sebasti@dyl. Synapse-specific purinergic signaling in
the hippocampus. &1Annual Meeting of the Portuguese Pharmacologicaiedy, Coimbra,
February 2-4, 2011 (Oral presentation).

Rombo, D.M., Dias, R.A., Maiolino, F., Guerreira, Miranda, H.V., Sebastido, A.M., Diégenes,
M.J., Lopes, L.V., Outeiro, T.F. Changes in NMDA darAMPA receptor-mediated
glutamatergic transmission by alpha-synuclein® #nnual Meeting of the Portuguese
Pharmacological Society, Coimbra, February 2-412@ral presentation).

Rombo, D.M., Dias, R.A., Ribeiro, J.A., Sebasti®dM. Synapse-specific modulation of
inhibitory signaling in the hippocampus. Pizza Ssans, Institute of Molecular Medicine,
Lisbon, Portugal, May 24, 2011 (Oral presentation).

Sebastido, A.M., Ribeiro, J.A. Fine-tuning of pieity by adenosine A2A receptors at the
tripartite synapse. *1Champalimaud Neuroscience Symposium, Lisboa, Sdjse 18-21,
2011 (Poster presentation).

Vasco C Sousa, V.C., Assaife-Lopes, N., Ribeird,,JPratt, J.A., Brett, R., Sebastido, A.M.
Spatial memory deficits induced by cannabinoids exacerbated by chronic caffeine-
dependent upregulation of adenosingréceptors. 41 Annual Meeting of the Portuguese
Pharmacological Society, Coimbra, February 2-4,12@ral presentation).

Valadas, J.S., Batalha, V.L., Comin, C.M., Sebast#M., Bader, M., Lopes, L.V. Memory and
motor impairments in rats overexpressing adenogipe receptors in the forebrain.®1
Champalimaud Neuroscience Symposium, Lisboa, Sdystenmil8-21, 2011 (Poster
presentation).

Valadas, J.S., Batalha, V.L., Diégenes, M.J., S&m@asA.M., Lopes, L.V. Corticotrophin-
Releasing Factor (CRF) receptors differentialljuahce the neuroprotective effect of,A
receptor blockade. ¥2Reunion of the Portuguese Neuroscience Sociesjda, May 26-28,
2011 (Poster presentation).

Valadas, J.S., Batalha, V.L., Diégenes, M.J., S#msA.M., Lopes, L.V. Protective interaction
between adenosine,Areceptors and Corticotrophin-Releasing Factor (CiRFat cortical
neurons41* Annual Meeting of the Portuguese Pharmacologioaledy, Coimbra, February
2-4, 2011 (Oral presentation)

Valente, C.A., Aroeira, R.l., Ribeiro, J.A., Seli@st A.M. Mapping glycine receptor and
transporters in cultured rat cortical astrocytésChampalimaud Neuroscience Symposium,
Lisboa, September 18-21, 2011 (Poster presenjation
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Vaz, S.H., Ferré, S., Franco, R., Ribeiro, J.Ah&B&&o, A.M. Functional interactions between
galanin and dopamine receptors: role of D-5 and @Akceptor on acetylcholine release and
synaptic transmission.*1Champalimaud Neuroscience Symposium, Lisboa, Stjte 18-
21, 2011 (Poster presentation).

Vaz, S.H., Jargensen, T.N., Cristovao-Ferreira,Ribeiro, J.A., Gether, U., Sebastido, A.M.
BDNF modulates GAT-1 transporter in astrocytes ufgtothe TrkB-t receptor coupled to
non-classic PLC/PCK and ERK/MAP Kinase pathway" Meeting of the Portuguese
Neuroscience Society, Lishoa, May 26-28, 2011 @qsiesentation).

Vaz, S.H., Ferré, S., Franco, R., Ribeiro, J.A.ba&tdo, A.M. Modulation of cholinergic
neurotransmission by dopamine-galanin receptothdrrat ventral hippocampus: role of D5
and Gall receptor on acetylcholine release andpsignansmission. £1Annual Meeting of
the Portuguese Pharmacological Society, Coimbiaruaey 2-4, 2011 (Oral presentation)

Pinto, L.A., Fernandes, F., Lopes, T. Avaliacdalofbl6gica em doentes com sindrome de
apneia obstrutiva de sono. Reunido Anual da Sodeedortuguesa de Oftalmologia,
Vilamoura 2011.

Pinto, LA, Vandewalle, E., Stalmans, |. Estudo daveform da curva Doppler da Artéria
Oftalmica em doentes com Glaucoma. Reunido Anual Sdaiedade Portuguesa de
Oftalmologia, Vilamoura 2011.

Pinto, LA, Ferreira, J., Lisboa M., Duarte, A., Fernandes, Lispoa, J., Vandewalle, E.,
Stalmans, |. Recobrimento de tubos de dispositides drenagem com enxertos de
cornealesclera. Reunido Anual da Sociedade PosagieeOftalmologia, Vilamoura 2011.

Organization of Conferences

May 2011 — Organizing Committee (LV Lopes) of the Rortuguese Society for Neuroscience
Meeting

Internationalization

1. As can be concluded from the above descriptioth® research projects, there are several
international collaborations running in the Unit, with joint manuscripts publed or under
preparation. A list of the group leaders with whtive Unit presently has active collaborations,
can be found in great detail in the Projects sactfolist of those with joint papers published in
2011 follows; for details on the publications, sadblication list:

Collaboration with Judith Pratt and Rose Brett gBiclyde Univ, Glasgow).*1land senior
authorship from the Lisbon group

Collaboration with Sergi Ferre (NIH, Bethesda, USid Rafael Franco (Univ Pamplona)
and Carmen Lluis (Univ Barcelona) — Botfi &nd senior authorship co-shared between
Bethesda and Lisbon

Collaboration with Francisco Conti (Ancona, ItalRafael Franco (Univ Pamplona) and
Carmen Lluis (Univ Barcelona). First and seniothaus from the Lisbon group

Collaboration with Eero Castrén (Helsinki Univ) dddTanila (Univ Kuopio) — 1st and senior
authorship from Kuopio.
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Collaboration with Muller CE (Univ Bonn). First asénior authors from the Lisbon group

Collaboration with Ulrik Gether (Univ. Copenhagedst and senior authorship from the
Lisbon group

Collaboration with Stalmans | (Univ Livre Bruxel)esrirst author from the Lisbon group,
senior author from Bruxelles

Collaboration with Gether U (Univ Copenhagen). Fanad senior authors from the Lisbon
group

Collaboration with Kussmann M (Nestle Research @@niReview paper with two senior
authors, one from the Lisbon group and another ix@stle.

Collaboration with Blum D (Univ INSERM, Lille). Twaeview papers, involving several
senior authors, one as last author.

2. The Unit ofteninvites foreign speakersto give seminars/discuss projects/scientific
achievements. A list of those invited in 2011 folto

Christine Gall, Gillespie Neurosci. Res. Facilitiniversity of California Irvine
“Synaptic modulators, actin remodeling, and menuysolidation

Judith Pratt, Strathclyde Institute of Pharmacy Bimnedical Sci, University Strathclyde
"Glutamate dysfunction in schizophrenia: from poefial cortex to disrupted networks”

Michael Swash, The Royal London Hospital
“How should we approach ALS?”

Gisele Dias, Universidade Geral do Rio de Janeiro
“Behavioral and neurogenic aspects of an animalehfm studying the biological basis of
Generalized Anxiety Disorder”

Angela Wyse, Universidade Federal do Rio Grand8ulpBrasil
“Toxicidade da homocisteina e possiveis estratégigsotecao”

Rosa Chitolina Schetinger, Universidade Feder&8algta Maria, Brasil
“Diabetes and ectonucleotidases in humans andiexgreal models”

Cecilia Gotti, Institute of Neuroscience, NatioRasearch Council of Italy, Milano
“New tools to study the role of native brain alpkahtaining nicotinic receptor subtypes”

Detlev Boison, Legacy Research Institute, Portl&isia
“Homeostatic bioenergetic network regulation: todgaa new philosophy to understand and to
treat neurological disorders”

3. PIs of the Unit quite often go abroad tive seminars/discuss projects/scientific
achievements namely:

A.M. Sebastido to Univ Pamplona and Univ Oxford
LV Lopes to Nestlé Research Center (Lausanne)@iISERM, Lille
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4.

It is policy of the Unit to motivate thehDs and even Master students to stay abroair

short periods to learn/use approaches/techniguesvadable or not routinely implemented at the
Unit, and required for their research projects. Wthis policy the Unit also aims to promote
international training of its students. A list bktstudents short stays abroad during 2011 follows:

5.

Sofia Cristovao-Ferreira to Univ. Trieste, Italyr fetudies on tonic GABAergic currents
(collab with Enrico Cherubini)

Raquel A Dias to Bristol, UK, for studies on AMPA&ceptor trafficking (collab Jeremy
Henley).

Vania Batalha to INSERM, Lille, for studies on mdation of glucocorticoid receptor
expression (collab David Blum)

It is policy of the Unit to receive studentsrfrother Institutions for collaborative internatibna

projects. A list of the students short stays abmhathg 2011 follows:

6.

Cyril Laurent and Antoine Leboucher from INSERM,ll&ito learn electrophysiological
techniques (field recordings of synaptic potentiedsn hippocampal slices)

Victor Pimentel from Univ Santa Maria, Brasil, tgatuate changes in receptor expression
using Western Blot assays

The Master and PhD project in Neurosciencegowreinated by Unit members, belongs to the

European Network of Neuroscience Schoals

7.

Team membeifiselong to several Boardsas follows:

Ribeiro, J.A.- Member of the Editorial Board oéthkcientific journals:
-Autonomic Neuroscience
-Pharmacology & Toxicology
-Purinergic Signalling
-An R. Acad. Nac. Farm
-J Caffeine Res
-Pharmacologia

Sebastido, A.M.- Member of the Editorial Boardluf scientific journals:
- Journal of NeurochemistrfHandling Editor)
- European Journal of Pharmacology
- Purinergic Signalling

Advanced Teaching

Sebastido AM — Co-coordinator and Member of thee®@dic Council of the Master and PhD

Programmes in Neurosciences, FMUL; organizer of hiexks: ‘Celular and Molecular
Neurosciences’, ‘Neuronal Networks’, ‘Neurodegetieraand Regeneration’,

Ribeiro JA — Organizer of the block ‘Neuroethicg’ the Master and PhD Programmes in

Neurosciences, FMUL.

Sebastido AM — Member of the Scientific Council tok Master and PhD programmes in

Cognitive Science, UL; organizer of the block: Nmgiences, October-December 2011
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Sebastido AM - Co-coordinator of the Neurochemistourse at the Medical Biochemistry
Master, FCUL,

Lopes LV- Co-coordinator of the Neurochemistry cmuat the Medical Biochemistry Master,
FCUL

Rita Aroeira, Unidade de Neurociéncias "Age-relatddinges of glycine receptor at the rat
hippocampus: from the embryo to the adult" Jan@édl. IMM Neuroscience Seminars

André Santos, Unidade de Neurociéncias "Chronickalde of adenosine A2A receptor impairs
the facilitatory effect of Brain-derived neurotrapliactor upon hippocampal LTP" January
2011. IMM Neuroscience Seminars

Diogo Rombo, Unidade de Neurociéncias “Synapseipepurinergic signalling in the
hippocampus" February 2011. IMM Neuroscience Sergina

Julia Pinho, Unidade de Neurociéncias “Effect ofmaatine in aging: impact on hippocampus-
dependent memory”. IMM Neuroscience Seminars

Raquel Dias, Unidade de Neurociéncias “Erythrapoienhances hippocampal long-term
potentiation and memory”. IMM Neuroscience Seminars

Sandra H Vaz, Unidade de Neurociéncias “Modulatidncholinergic neurotransmission by
dopamine-galanin receptors in the rat ventral hippgpus”. IMM Neuroscience Seminars

Claudia Valente, Unidade de Neurociéncias “Mapphgine receptor and glycine transporters
in cultured cortical astrocytes”. IMM Neuroscier@eminars

Vania Batalha, Unidade de Neurociéncias “Stressaaletiosine neuromodulation: from the aging
hypothesis to the molecular interaction with GRM Neuroscience Seminars

Mariana Rocha, Unidade de Neurociéncias “Is theamuscular transmission in the SOD1G93A
mice, a model of Amyotrophic Lateral Sclerosis, poomised? What is the role of adenosine
in those mice?”

Joaquim Jacob, Unidade de Neurociéncias “GABA Uptakd Calcium Signaling in Primary
Cultures of Astrocytes: The Role of P2Y ReceptdkéM Neuroscience Seminars

Andreia Silva, Unidade de Neurociéncias (UNF), ‘6Bah signalling modulation in astrocytes
by adenosine receptors”’October 2011. IMM Neuros@edeminars

Ana Filipa Ribeiro, Unidade de Neurociéncias “Thkerof adenosine A2A receptor on neuronal
outgrowth.”. IMM Neuroscience Seminars

Jorge Valadas, Unidade de Neurociéncias “Adenoc8ip& receptors overexpression in rats:
effects on memory. IMM Neuroscience Seminars.

Sebastido AM — Neuronal organization and neuroxeaitability, Master and PhD Programmes in
Neurosciences, Master and PhD Programmes in Cogi8tiiences,

Sebastido AM — Main molecules involved in neuraeatitability, Master and PhD Programmes
in Neurosciences, Master and PhD Programmes ini@agciences, October, 2011

Sebastido AM — Inhibitory and excitory synapticngmission. Master and PhD Programmes in
Neurosciences, Master and PhD Programmes in Coegr8tiiences, October, 2011

Sebastido AM — Synaptic plasticity, Master and FrDgrammes in Neurosciences, Master and
PhD Programmes in Cognitive Sciences, October, 2011

Diogenes MJ- Maintenance of neuronal survival by Neurotrophictdes. Master and PhD
Programmes in Neurosciences, Master and PhD Proggamin Cognitive Science,
November, 2011

Rombo D. Evaluation of synaptic activity throughreatophysiological recording techniques;
modulation of GABAergic currents. Master and PhbgPammes in Neurosciences, October,
2011

Ana Filipa Ribeiro - Imaging modulation of neuromaitgrowth in cultured neurons. Master and
PhD Programmes in Neurosciences, October, 2011

Cristovao-Ferreira S - GABA transport modulatiomarve terminals and astrocytes. Master and
PhD Programmes in Neurosciences, October, 2011
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Ribeiro JA - Cell and molecular mechanisms of didegendence. Master and PhD Programmes
in Neurosciences, Master and PhD Programmes ini@agcience, November, 2011

Lopes LV - Corticoids, stress axis, alterationsymaptic plasticity and in behavior. Master and
PhD Programmes in Neurosciences, Master and PhDrdnmes in Cognitive Science,
November, 2011

Batalha V - Corticoids, stress and neuromodulaipradenosine. Master and PhD Programmes
in Neurosciences, Master and PhD Programmes ini@ag®cience, November, 2011

Sebastidio AM - Major neurotransmitter pathways #rair role in the brain function. Master and
PhD Programmes in Neurosciences, November, 2011

Ribeiro JA - Models and main circuits affected eurnodegenerative diseases. Master and PhD
Programmes in Neurosciences, November, 2011

Vaz S - Calcium signalling in astrocytes; implicais for neuronal communication. Master and
PhD Programmes in Neurosciences, November, 2011

Valente C — Imaging of single molecules by immuunofescence. Master and PhD Programmes
in Neurosciences, October, 2011

Jerénimo-Santos A - Beta-Amyloid peptide, neurdiiop and neuronal death. Master and PhD
Programmes in Neurosciences, December, 2011

Aroeira R -Glycine receptors and glycinergic symegpduring synapse maturation Master and
PhD Programmes in Neurosciences, December, 2011

Sebastiao AM. Neuron and glial cells. Master in MabBiochemistry, FCUL, February 2011.

Sebastido AM. Basic rules for the interaction betbgands and receptors Master in Medical
Biochemistry, FCUL, February 2011.

Sebastido AM. Principles of neuronal excitabiliaster in Medical Biochemistry, FCUL,
March 2011.

Valente C. Fluorescence microscopy techniques dovaus system research. Master in Medical
Biochemistry, FCUL, March 2011.

Dias RA. Microelectrophysiological Techniques. Mash Medical Biochemistry, FCUL, March
2011.

Lopes LV. Synaptic transmission, main neurotran&mstand their receptors. Master in Medical
Biochemistry, FCUL, April 2011.

Lopes LV - Signalling pathways, Master in Medicab&emistry, FCUL, April 2011.

Dias RA. Synaptic Plasticity. Master in Medical Biemistry, FCUL, April 2011.

Sebastidao A. Neuromodulation and co-transmissioastbt in Medical Biochemistry, FCUL,
April 2011.

Ribeiro. JA. Mechanisms of Drug Addiction. Master Medical Biochemistry, FCUL, April
2011.

Diogenes MJ. Neurotrophic Factors Factores nediotsd Master in Medical Biochemistry,
FCUL, April 2011.

Cristovao-Ferreira S. Modulation of neurotransmitteansporters by adenosine. Master in
Medical Biochemistry, FCUL, April 2011.

Lopes, LV - Stress, HPA axis and cognition. Mastdvledical Biochemistry, FCUL, April 2011.

Mendonca A. Neurodegenerative Diseases. Mastdeitical Biochemistry, FCUL, May 2011.

Lopes LV. Stem cells, neurogenesis and neuronainddaster in Medical Biochemistry, FCUL,
May 2011.

Jerénimo Santos A — Neurotrophic Factors. Mastiédical Biochemistry, FCUL, May 2011.

Ribeiro JA. Neuroethics. Master in Medical Biochstmy, FCUL, June 2011.

Lopes LV. Animal models in brain research. MastegiPamme in Bioethics, FMUL

Lopes LV. Stem Cells, neurogénesis and neuronaimepaster in Medical Biochemistry,
FCUL, June 2011

Sebastido AM. Electrophysiological Techniques. Magt Physics, Instituto Superior Técnico,
March 2011.
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Di6genes, M. J. Synaptic Plasticity, School of 8ce&s and Technology; Master on Cell Biology,
New University of Lisbon.

Ribeiro JA. Pharmacotherapy. Master in Cardiovasculechniques, Escola Superior de
Tecnologias da Saude, January 2011

Sebastido AM. Pharmacodinamics. Master in Cardmyas Techniques, Escola Superior de
Tecnologias da Saude, January 2011

Diogenes MJ. Pharmacokinetics. Master in CardiaascTechniques, Escola Superior de
Tecnologias da Saude, January 2011

Ribeiro, J.A. Lecture on The Toxic effects of Peygharmacological Agents in the Mastercourse
in Legal Medicine and Forensic Sciences, March 2011

Dias RA Postsynaptic modulation of AMPA receptoys@s-coupled adenosine A2A receptors:
implications for synaptic plasticity. Clinical Nealogy Meeting, July, 2011

Science and Society
(1) public lectures or discussions;

« Public lecture and Theatre debate "Blame my Brait8th March - 380 high school
students from 7 different schools.
« 9 lectures in public high schools

(2) TV/Radio or Online interviews + date and prgramme;

TV interview: 9th March - Sic Radical - Curto Ciitu
(http://sic.sapo.pt/sicradical/programas/curtoait@videos?videold={7257DCBF-
5E16-46F3-BFBB-757AF949BAAF})

TV interview: 16th March - Sic Noticias - Falar G&
(http://www.falarglobal.com/final/videos.htm?cat¥po_humano&id=232&tipologia=re

portagem)

TV interview and IMM report activities - 6th ApAlRTP2 - Com Ciéncia
(http://wwl.rtp.pt/icmblogs/rtp/comciencia/?k=1-ado-Com-Ciencia-de-2011-04-
06.rtp&post=32377)

(3) Activities Description

The IMM joined the International Brain Week, promatin Portugal by the Portuguese Society
of Neuroscience and Ciéncia Viva, and organizedersdvactivities during March, as the
Facebook initiativeBrain 2.0 the Open Day to high school students, underitbeméBlame my
brain.

How does the brain work? What is the relation betwlerain and art?

From February 22 to March 18rain 2.0 challenged people from all ages to share an image
related to the brain on the Facebook page of IMBI faflow the online comments of researchers
and resident artists.
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Hands-on activities, brain challenges, live neurdrislogical models, theater-debate, were the
activities that were waiting for the visitors orettiMM Open Day on March 18, 14h-18h. The
aim was to promote the interaction between higloaicktudents, teachers and neuroscientists, to
motivate young people for the role of neurobiolagyehavior and provide a forum for sharing
knowledge.

The theater-debatBlame my brainwas created by high school students and also had t
participation of neuroscientists, teachers, hegltbfessionals. In addition, all students who
developed school projects on neuroscience wergeih propose their presentation.

Thesis completed
PhD Thesis

Sousa VC (2011). Cross-talk mechanisms betweenoattenand cannabinoid implications for
the effects ofA9-tetrahydrocannabinol on spatial memory. Faculddddicina da Universidade
de Lisboa. Supervisors: Ana M. Sebastido and Rost. B

Dias RA (2011). Modulation of glutamate AMPA recast by adenosine, in physiology and
hypoxic/ischemic conditions. Faculdade Medicinalitaversidade de Lisboa. Supervisor: Ana
M. Sebastido.

Vaz SH (2011). Regulation of GABA transporter inur@al cells: role of Brain-Derived
Neurotrophic Factor. Faculdade Medicina da Unigrde de Lisboa. Supervisor: Ana M.
Sebastido.

Fernandes CA (2011). Dynamics and function of timdo actylcholine receptors in the nervous
system. Faculdade Medicina da Universidade de hisl8upervisors: A. M. Sebastido and
Darwin K. Berg.

Master Thesis

Calcada D (Master in Neurosciences, FMUL). The ralelithium on apoptostic cell death
induced by amyloid-Beta peptide. Supervisor: DiagehlJ, January 2011

Jacob JP (Master in Neurosciences, FMUL). Modufatid y-aminobutyric acid (AGABA)
uptake by P2Y1 metabotropic purinergic receptoraincortical astrocytes. Supervisors: A. M
Sebastido, December 2011

Pinho J (Master in Neurosciences, FMUIEffect of Memantine in Aging: the Impact on
Hippocampal Dependent Memory. Supervisors: Marl@idgenes and Luisa V Lopes, December
2011

Cruz-Silva A (Medical Biochemistry MSc). Calciumgsalling modulation in astrocytes by
adenosine receptors. Faculty of Sciences, UniyedditLisbon. Supervisors: Ana M. Sebastido,
December 2011
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Facilities and Support

Alongside research, IMM has a core of resourcesumihich complement and maintain the high
quality scientific environment. Among these are fflanagement, the Information Systems,
Communication & Training and Lab Management. Initoid to these transversal units, and in
the spirit of shared resources, IMM offers recerdtyuipped state-of-the-art Facilities: Flow

Cytometry, Bioimaging, Animal House and Fish, adlvas a Biosafety level 3 Laboratory, a

Histology Service and a Biobank. All Resource Uhiésve dedicated staff that provides support
to IMM community and to develop initiatives thabprote research.

Management Margarida Pinto Gago
Lab Management Alexandra Maralhas
Information Systems Maria do Carmo-Fonseca
Communication and Training Marta Agostinho
Bioimaging José Rino

BioSafety Level Laboratory 3 Miguel Prudéncio

Flow Cytometry Maria Soares

Animal House Joana Marques

Zebrafish Facility Leonor Salde

Histology Service Sandra Casimiro

Biobank Jodao Eurico Fonseca



338 | 2011 IMM Activity Report

Management Unit

Major Objectives

The Management Unit is responsible for the ovékdM legal, human resources, administrative,
and financial issues. The main areas:

v/ Accounts — general accounting and preparation d¥l Istatutory accounts and tax returns;
cost accounting per project/activity;

v/ Budget management - overall budget control, fotitimsonal Funding and Research Projects,
including Facilities, Support Units and Management;

v Projects management - contractual, administrativé financial issues, from submission to
termination;

v Human resources - new appointments/contracts, ithehl files, with current issues and
registrations.

v’ Legal support — to researchers, namely on intelfdgiroperty and consortium agreements; all
types of contracts (funding, HR, suppliers, scfenttollaborations, MTA, etc); support to
staff and fiscal matters;

v’ Scientific protocols management — current suppudtuwgpdating

v Quality Management System

v General Administrative support — to all units aagearchers

The Management Unit also gives support to the BiexDirector and the other Statutory
Boards in relation to other matters - organizatioisaues, inter-institutional collaborations,
financial and budget management strategy.

Head of Unit

Margarida Pinto Gago, Degree in Management , ISHG-U

Team
André Fialho Lawyer
Claudia Soeiro Front desk
Patricia Cuci Board of Directors Secret:

Sandra Duar

Chief Accountan

Ana Marcelinc

Accounts

Joana Filipe dos Reis

Accounts (joined in December)

Ricardo Pereir

Accounts ( lefin August

Vera Rego Accounts
Isabel Roqut Accounts
Diogo Miguel de Sousa Henrigt Accountt

Andreia Va;

Projects manag

Maria José Antunes

Projects officer

Ménica Vieira

Projects officer

Fabio Joel Andrade de Olive

Projects office

Fernanda Maria Duarte Barb

Projects office




Management Unit | 339

Keywords/Areas

Human Resources; Accounts and budget control; &réj@nagement; Funding strategy; Legal
and Tax; Quality Management System

Major achievements

Effective response to a continually increasing nendj scientific collaboration protocols and

HR contracts, namely, related to Research Projétiis. work is performed both, by Dr. André
Fialho, as legal support for IMM and the Accoumssponsible for the registrations, wages
processing and payments to the staff , social ggaurd tax authorities.

Andreia Vaz was appointed as Project Manager aixl ftt had a positive impact in the
interaction between the two main areas — accourdspaojects. The changes in the accounting
processes were also a very good contribution tpénrmance improvement of both areas.
Quality Management System — the first internal fwugis carried out in last September and the
official internal audit is scheduled for May 201the certification audits will follow, aiming to
obtain the certification before the end of 2012isTgrocess would not have been possible without
the collaboration and pro-activity of the Lab Maaagnt Team.

Organization and participation in periodic meetimgth IMM Board and the other support units,
mostly to find the best ways to cope with the currgovernment funding restrictions and to
continue with the high level of support to science.
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Laboratory Management Unit

Major interests / Objectives

The Laboratory Management Unit is divided in thdégtinct sections, each with a very specific
mission, but all with a common goal: to enhancelthekofficework and improve the support to
research.

The Washing Rooris responsible for the supply of clean and stxdicommon material, along
with the cleaning and preparation of specific matefor the research units, and for the
sterilization of solutions, as requested by redeas:

The Purchasing Officés responsible for the Internal Storehouse, reduthe waiting time for
the most common materials and for External Ordegstralizing all the Institute acquisitions,
either products, services (including import/exportequipments. Thanks to this centralization, it
also provides updated information on prices, onggnomotions, new products and delivery
conditions.

The Lab Managementorks as advisor and authority regarding safety wroducts, equipments
and installations. Training and development of déad operating procedures is the key to
achieve high standards of safety and effectiveneske use of equipment and infrastructures.
The Unit is also responsible for the adequate Belgcacquisition and installation of new
equipment and the design of (re) new laboratorgasifuctures, applying the health and safety
practices according to National and Internatioregiklation.

Head of Unit

Alexandra Maralhas - Degree in Biotechnology Eneiitey, Occupational Health and Safety
Technician (Category VI)

Research Team

Rita Soare Lab Manager Assista

Alexandre Jesi Lab Manager Assista

Sandra Lopes Purchasing Office

Ana Rita Vicent Purchasing Offic

Fernanda Vila-Cha Washing Room technician, FMUL

Edna Gomes Washing Room technician, FMUL

Aida Barros Washing Room technician (ended Oct |31,
2011)

Carlos Curad Washing Room technici

Henrique Wesley Camargo Washing Room techniciaartést Nov 1,
2011)
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Keywords/Research Areas

Infrastructure and equipments maintenance; Heaith @afety in Work; Laboratory Design;
Purchases

Major scientific achievements

In order to increase the efficiency, while mainiagn the high number of deliveries to the
research units, the Purchasing Office has charigeay 2011, the schedule and replaced the
existing ordering and delivery system by a digitaé.

The preventive maintenance policy that has bedoviel in the latest years is now giving its
rewards, with a faster response time and less dmeraf equipments and a greater engagement
of all users in the report of situations. This dihg relates to an increased optimization of
resources and the notion of a major reliability thee equipment of IMM and a better
communication with LMN.

We are applying the Health and Safety practicesessry for the Institute with a better
awareness of all the research that is being deedlo@/e started training sessions regarding
Health and Safety matters, directly focused orwibek developed in research laboratories. Also
in the Lab Management Meetings we give special m@pee to information about new
equipments, products and technical information eamiag daily issues and all sorts of queries.

This year was marked by a strong evolution in thmunication between the research support
units of IMM and LMN. The Unit was actively involdein all the activities regarding the new
Biobank Facility, the move and expansion of the &ad-acility and the technical assistance to
other units, such as, the Bioimaging and Flow CwtrynUnits.
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Information Systems Unit

Description and Objectives

The Information Systems Unit provides, manages dedelops Information Technology
Resources in order to facilitate the work of IMMsearchers increasing their productivity. It also
enforces process compliance with international amegrnal norms and procedures. The
Information Systems Unit is designing and implerirenseveral projects that aim to pursue its
main goals. These projects intervene in the arba} laformation System Design; 2) Integration
of Existing and New Information Systems; 3) Wele $ih collaboration with the Communication
and Training Unit); 4) Documentation and Informatiorkflow; 5) Physical Support (Backups,
Storage, Network Reliability, Network Performan&ecurity); 6) Knowledge Management.
Support to IMM researchers includes the provisibma telp-desk support service. A help-desk
team is scheduled in order to respond all workiagscof the year. This help-desk team receives
all help requests from the users, and acts as onéjrcontact. If necessary, the help-desk team
works in cooperation with the Information Technglddnit of the Medicine Faculty of Lisbon.

In 2012, the projects will mainly focus on IMM l@afiStructure, and on Enterprise Solutions for
IMM Information Systems.

Head of Unit

Maria do Carmo Fonseca, PhD — Full Professor, FMUL

Research Team

Tito Santos Silva, Ph IT Consultan

Daniel Silva PhD Fellowship, IMN
Pedro Eleutério IT Technician, IMM
Daniel Guerreir Training Fellowship, IMN
Emanuela Simbes Training Fellowship, IMM

Keywords/Service Areas
Information Systems, Databases, Computer Netwoikter@ance, Helpdesk

Major achievements
A high-performance bioinformatics computing senweis implemented for Morphogenesis Unit.

Another high performance computing server, for DBape Sequencing, was configured and
deployed at Hospital de Santa Maria Data center.
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Ongoing Projects

Web-based Human Resources maintenance page. festims to substantially decrease
paper with registration of new IMM members, as vasliwith annual revision of IMM member's

information. It also aims to automate these praegsstandardise data, prevent data loss,

potentiate fast search for IMM staff data, and fldi webpage with people’s data. (no
funding)
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Communication and Training Unit

The Communication and Training Unit (UCOM) is ansaersal unit that aims to work with the
IMM community as a whole to help establish the INi§!a leading biomedical research institute
in Europe. UCOM is based in three main areas — Qamgation, Funding and Advanced
Training.

We act at three different levels. We aim at meetirggneeds of IMM researchers by providing
support in different areas, from communication woding, training, and other. We are active
players in the strategic mission of the institer that, we work closely with IMM Direction and
with external and internal stakeholders. Finallg am at becoming a reference in each of our
areas of action, producing new knowledge, creattagdards and best practices.

Head of Unit

Marta Agostinho, PhD — University of Lisbon, St&ffientist 2008

Team
Margarida Trindade, PhD | Pre-award Funding Coordinator, Staff Scientist Ci@2007
Inés Cris6stomo, Pt Advanced Training Coordinator, Staff Scientist @iér200¢
Joana Costa, Ph Pre-award Funding Assistant, BGCT Fellowship , |
Ana Catarina Rebelo Communication Assistant, IMM Fellowship
Sandra Moreir Communication Assistant, IMM Fellowsl
Keywords

Institutional Communication, Science Communicatisdyanced Training, Pre-award Funding

Major achievements
Communication

We produced materials that promote the corporatg@mf IMM (leaflet, bookmarks, brochures,
media portfolio, folders), and consolidated IMM geace in the social networks and the national
press. We started placing releases at internatisetings in a regular basis and diversified
formats for IMM researchers’ media training.

We focused in fostering collaborations with dedisinakers and media (TRIOS project); patients
associations (proposal to HMS-PT with Rarissimas}i clinicians (Oncobiology project).

We pursued an active role in science policy by igigdting in national and international
initiatives (e.g. FEBS Science & Society/Sciencelidgo Committee, European public
consultations, opinion articles at IN IMM) and bguhching a FCT-funded research-action
project to develop the professional relationshigtwieen the scientific, political and media
communities in Portugal (TRIOS project), in colladtoon with CES/UC and IBMC/UP.
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Funding

We provided funding information through the weekigwsletter (Tip of the Week), on-line
resources (12), information sessions (3), worksh@psand individual or group meetings (40).
We have resized our funding opportunities datalzsmrding to UCOM’s human resources
availability.

Of the 203 IMM applications registered, we providegbport to 37 international and 150 national
grant applications, a substantial increase fronptiegious year. We have intensified the support
to international applications (ERC, Marie Curiehat European) and researchers responded
positively. We concluded 11 international and 3dameal funding contracts.

We registered the IMM at relevant platforms (NIHit For Health); we submitted and
successfully obtained an accreditation for the INtMsupply R&D services in QREN funded
projects.

According to our internal monitoring, the numberIbfM international applications increased
constantly since 2008, whereas IMM researchersieapgb a progressively larger range of
international funding sources.

Advanced Training

A major achievement was the establishment of theMCAhD programme, which is fully
running in close articulation with FMUL. We are pessible for the executive coordination of
the program.

We started to develop knowledge in biomedical etioicafor clinical and non-clinical
professionals: we secured funding from the HanMedlical School Portugal Programme for a
medical e-training project in Oncology to develodueational tools for physicians; and
coordinated and submitted an application for a Btast Oncology, under the CAML.

Recent Most Relevant Publications

Xavier, J. Nelson, S., Agostinho, MAlmeida, C. and Domingues, |. “Jornalismo de cidem
Portugal: esperanca para o futuro3grnalismo e Jornalistasn®45 Jan/Mar 2011 (opinion
article)

Ongoing Projects

2010/2014 MEMPEPACROSS - Membrane-active peptidessa disciplines and continents: An
integrated approach to find new strategies to flgdtdteria, dengue virus and neurodegeneration,
European Commission. Pl: Nuno Santos, IMM; Pardintp: Marta Agostinho and Margarida
Trindade. FP7-PEOPLE-2009-IRSES, €73800 for IMMat€181800)

2011/2013 Oncobiology: developing educational tofils a new generation of physician-
scientists, Harvard Medical School — Portugal PaogrPI: Inés Criséstomo; Participant: Marta
Agostinho HMSP-PCM/0007/2010, €99000

TRIOS Project: Individual pos doc fellowship FCDFRH - Bolsa SFRH/BPD/80627/2011. PI:
Marta Agostinho
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Invited Lectures and Seminars

Agostinho, M.invited rapporteur at the panel “Media” at the science communicatioeeting
SciCom Portugal, Lisbon, April 8, 2011

Agostinho, M.invited lecturerat the session/workshop for preparation of propésathe FP7
health and Science in Society, Lisbon, June 3, 2011

Agostinho, M.“Comunicagdo de ciéncia a partir de um instituéo idvestigacdo: desafios e
oportunidades”, September 20, Instituto de Fisec&diversidade de S. Paulo, Brazil, 2011

Agostinho, M. “Comunicacdo de ciéncia a partir de um institutont&dico: o exemplo do
Instituto de Medicina Molecular”, September 20, tilmto de Ciéncias Biomédicas da
Universidade de S. Paulo, Brazil, 2011

Agostinho, M. “Comunicacdo de ciéncia em Portugal: o exemplo ute instituto de
investigacdo”, September 20, UNESP — UniversidadieeAtista de S. Paulo, Brazil, 2011

Agostinho, M. invited speaker on the “1° Encontro Nacional degBimicos” organized by
ANBIOQ, “Bioquimica e Sociedade: promoc¢éo ou cornagéo?”, Leiria, November 27, 2011

Trindade, M, “Meeting the requirements of external agenciesitlénecks in research
management”, European Parliament, Room JazseflABtaksels, June 15, 2011

Trindade, M, “Captacdo de fundos externos — perspectiva deingtituto biomédico em
Portugal”, Instituto Isrealita de Pesquisa Albdridtein, September 21, S&o Paulo, Brazil, 2011

Trindade, M, panel member on session on “Science NetworksirGeets 2011 Meeting,
Instituto Gulbenkian Ciéncia, December 27, OeiPastugal

Communications in International Conferences

Trindade, M, Professional Training in Research Managemerif, BARMA Conference, June
22-24, 2011, Braganca (oral presentation)

Organisation of Conferences

Criséstomo, |.organization of V PhD Meeting IMM/CAML, Lisboa,dfbber 17-18, 2011

Trindade, M, Vidal, S., organizers of the session on Profesdi®evelopment of Research
Managers at the f7ZEARMA Conference " Grand Challenges in Research Management and
Administration in Europg Braganca, June 22-24, 2011

Trindade, M, organization of session “Research of ExcellendheaEuropean Parliament — a
day with IMM” at the European Parliament on, JuBe2011 (host: Maria Graca Carvalho,
MEP)
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Trindade, M, Costa, J.Jogistic organization of the workshop “Emergingl®in quantitative
fluorescence microscopy for systems biology” inambration with Inserm, IMM, September 4-
10, 2011

Internationalization

Marta Agostinho is involved in outreach initiativieem FEBS (the Federation of the Societies of
Biochemistry), where she is an elected member ef $Shience and Society Committee. M.
Agostinho has acted as an evaluator of FP7 calicience Communication (FP7-KBBE-2011-5
Activity 2.4), in March-April

In 2011, as part f an on-going collaboration witlawicio Luz under the MEMPEPACROSS

project (FP7-PEOPLE-2009-IRSES) M. Agostinho and Windade hosted Mauricio Luz at

IMM in June 2011 and visited several research tutgtins in Rio de Janeiro and S. Paulo in
September-October 2011. There, they delivereditrgiras an extension to a complementary
skills training programme that was recently devetbppy UCOM, and gave several institutional
lectures. As a result of this collaboration, Agoekt, M. supervised the internship of a PhD
student (Carlos Teixeira) from Universidade de &il®at IMM (Dec 16, 2011- Jan 26, 2012).

Agostinho, M. hosted H. Peter Peters IMM seminan, $ocietal contextualization of
neuroscience by public communication: a researehdaand first results, May, 3

M. Trindade attended the 17th EARMA Conferent®rand Challenges in Research
Management and Administration in Europe” Braganca June 22-24, 201, where she co-
organized a session on Professional DevelopmeReséarch Managers. She is also currently a
member of this association.

Advanced Teaching

Agostinho, M., lecturer of “Science Communication in Portugatid “Media Training session”
at the course “Ethics, Science & Society”, GABBAraduate Program in Areas of Basic and
Applied Biology, January 12, Porto

Agostinho, M, lecture “Comunicar ciéncia para diferentes pilsfic Pos-graduation programme
in Public Health, Faculdade de Saude Publica, Usidade de S. Paulo, September 21, Sao
Paulo, Brazil

Agostinho, M, lecture “Comunicacdo de ciéncia e saude pubpcaites entre investigacédo e
accao”, Pos-graduation programme in Public He&#ituldade de Saude Publica, Universidade
de S. Paulo, September 21, Séo Paulo, Brazil

Agostinho, M.organizer and lecturer at course “Comunicar cémmara diferentes publicos”,
Instituto Oswaldo Cruz, September 26-30, Rio deilanBrazil

Agostinho, M.organizer and lecturer at course “Curso de preparpara os média para pos docs
e PIs’, Instituto de Medicina Molecular, Faculdade de diééna da Universidade de Lisboa,
November, 17-18, Lisbon

Agostinho, M.establishment of a collaboration agreement witlvehsidade Nova de Lisboa to
receive Master Students in the UNL Masters in S@dbommunication (starting in 2012)
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Agostinho, M.coordinated the FincaPé Meetings, a series ohseieommunication and science
management meetings for professionals of the Lishetropolitan area, held every two month
since April 2010

Criséstomo, l.coordinated and submitted an application to thenggegor the Evaluation and
Accreditation of Higher Education (A3ES) foMaster in Oncology

Cris6stomo, |.,organized the recruitment of IMM candidate (Sa@né€alves) and coached her
during the application for a Poste d’Accueil

Cris6stomo, |.,prepared a proposal to Fundacao Oriente for & D Programme between
IMM and a Chinese University (Macau, Cantao)

Criséstomo, I.,coached PhD students of the CAML PhD Programn@uding recruitment of
prospective candidates, organization of thesis cttees, annual renewals, thesis submission
(imprimaturs), solving issues with FCT fellowshignsd conflict management

Crisdstomo, |.,co-organization of student's Semidaries (Pizza Seminars), IMM
Cris6stomo, |., logistic co-organization of AdvaddCourses of the CAML PhD Programme

Cris6stomo, 1.,organization ofSummer internships (Bes-upMM hosted 1 student in the
summer of 2011

Moreira, S., lecture “O Online e a comunicacdo ndo mediadaoatse “Curso de preparacdo
para os média para pos docBlg’, Instituto de Medicina Molecular, Faculdade deditina da
Universidade de Lisboa, November, 17-18, Lisbon

Trindade, M, co-organizer of course and lecturer of “PrepafimgResearch” at the Doctoral
Programme for Physicians of Fundacdo Calouste @kige (PMFA), February 24-25, IMM

Trindade, M, Agostinho, M, Cris6stomo, |.organizers and lecturers of course “Launching you
research career”, PhD Programme of the Centro Acmdéde Medicina de Lisboa, May 30-June
1, IMM

Trindade, M, Vidal, S. organizers and lecturers of course ti@gtfunded in biomedical
research “, PhD Programme of the Faculdade de a€ndédicas da Universidade Nova de
Lisboa, June, 3-4, 17-18 Lisbon

Trindade, M, lecturer of “Applying for grants”, Instituto Isaéita de Pesquisa Albert Einstein,
September 21, Sdo Paulo, Brazil

Trindade, M, organizer and lecturer of course “Perspectivasfic@nciamento em pesquisa
biomédica”, Instituto Oswaldo Cruz, September 26F30 de Janeiro, Brazil

Trindade, M, Caldeira, S., Vidal, S. organizers and lectuagrsourse “Writing up your research
to get funded and publish”, Master on Clinical Resh of the Faculdade de Ciéncias Médicas da
Universidade Nova de Lisboa, October 21-22, 28\e8,ember 4-5, Lisbon
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Science and Society

Agostinho, M.,issued 4 international and 12 national press seaplus 4 specific contacts;
diversified media coaching to researchers (coumesto-one, press kits)

Agostinho, M., Moreira, S.supported more than 80 press visits, maintainedianeontacts,
negotiatedcontract for clipping service; maintained clippidgta base and archives (>760 entries
and documents)

Agostinho, M., Moreira, S.followed up institutional contacts by email: delivand reply to
contacts through external IMM email (uncountable] aebsite contact us (> 66 conversations)

Agostinho, M, supervised the artistic residency of Herwig T(wkleo and installation), IMM,
2011

Agostinho, M, organized the visit of the Duchess of CornwalhwAPOROS, IMM, March 29,
2011

Agostinho, M. participated at the organization of the event 18&y of FMUL, IMM, 2011
Agostinho, M.undertook a communication/education expertise &xgé in IRSES FP7 project:
follow up of Bioguimica de Portas abertas; estabfisnt of the partnership “Células Adentro”

for Secondary schools, hosting Mauricio Luz at IMMpe 2011

Agostinho, M., hosted the visit of the Secretary of State of Aagm FMUL and IMM,
November, 2011

Costa, J.organized the visit of Rarissimas AssociationMMseptember 26, 2011

Moreira, S. Rebelo, A.C. supported the artistic residencyMafia Manuela Lopes (video and
installation), IMM, 2011 and organizedark in progres®xhibitions, IMM, 2011

Moreira, S. stupWeb 2.0 — Social networks Facebook and Twiplatforms (design graphic

elements, programming in HTML), research and cdnpeoduction (until Nov 15: Twitter 108

posts; Facebook 142 posts; develop new featurgs I(dM papers @ facebook)); continuous
management of interactions

Moreira, S.,Agostinho, M.delivered the campaigRedalar contra o cancroconception of the
communication campaign (partnership with Liga Pgutesa Contra o Cancro), content and image
production, media management; March-May 2011

Moreira, S., Agostinho, M.delivered the campaigiCérebro 2.0 see Science education
programme March 2011

Moreira, S, Agostinho, M., delivered thdMM School visits programmg@otal 88 students + 4
teachers), 2011

Moreira, S., Agostinho, M.,co-organized the day at IMM with neurosciencessuftiands-on,
debates and theatre) and coordinatio@@febro 2.0(2 week online activity), as part of tBeain
awareness weelt IMM total 120 students.
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Moreira, S.,organized the&Ssummer internships Ciéncia Viviaternal disseminatigrbudget and
proposal preparation, follow up reports for 5 intdtips

Moreira, S, Rebelo, A.C. produced materials and delivereddstapresentation for the Semana
das inscricdes FMUL, IMM, September 2011

Moreira, S, Agostinho, M., organized the training session for L'Oreal on byl of the skin,
September 5, 2011

Moreira, S., Rebelo, A.Cupported researcher participating at Health CluBtetugal Meeting,
September, 2011 and started IMM content manageatéhé HCP web platform.

Rebelo, A.C.performed website updates (640 pages produceadjiett and supported editor-
users (40 editors)

Rebelo, A. C.Agostinho, Mmanaged 12 mailing lists with over 3800 contatchstil Nov 15:
270 external email disseminations, internal Emgil{@52 emails), production of 46 internal
newsletter IN IMM and posters, Monitoring of In IMMlewsletter (questionnaire to IMM
collaborators) and reformulation of IN IMM, Junjul

Rebelo, A.C.participated in the organization of the “Dia dodmlato FMUL”, IMM, April 2011

Trindade, M hosted the session “Ensaios Clinicos: da MoléaoldVledicamento” for patients
associations, promoted by Apifarma, Bayer and M&ftlrp & Dome, IMM, April 19, 2011

Trindade, M, organization meetings with researchers and Roboek, Licensing Officer from
Merck Sharp & Dome, March 21

Trindade, M, organized and hosted visit of Clive Wood, SeMime President and Head, Global
Biologics at Bayer HealthCare AG, May 13

Other

UCOM patrticipated in a series of institutional peeses such as the production of annual reports
(activity report IMM, FCT report, FCT projecto estitgico), preparation of institutional texts and
profiles, the support to the preparation of ScfanfAdvisory Committees, the organization of Pl
and student Retreats and contributed to the IKhlity Certification SystenWe have also
concluded a series of monitoring processes sucim &8IM funding applications, IMM presence

in the media, consultation of IMM website and sbciatworks, PhD Programme, Advanced
Courses, IMM programme of school visits/educatiawivities.
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Rodent Facility

Major interests / Objectives

The IMM Rodent Facility has two main units: ocenventional facility and oneSPF facility.

The conventional facility started in 2003 as a small set of 4 rooms withtthal capacity to
house 1200 animals. During the autumn of 2011 tmié has been remodelled and has the
capacity to house 7500 mice and rats.

The SPF facility has the capacity to host 10000 mice and ratsiredhades two different housing
areas: Production area and Experimental areaelextperimental area, there are three rooms for
experimental work with animals: two procedure romml one surgical suite.

All husbandry and manipulation procedures are peréd according to high standards of
biocontainment and bioexclusion, in order to enghee best possible conditions in terms of
health and safety.

This unit is highly committed to follow the 3RsReplacement, Reduction, Refinememind
provideseducation, training, and guidancefor researchers, according to the Portuguese and
international laws/recommendations for good prastiand animal welfare.

Head of Unit

Joana Marques, PhD

Research Team

Dolores Bonaparte Veterinarian, IMM

lolanda Noreira Technician / colony manager, IV
Alina Cost: Manager (left in July 201

Joel Filipe Technician (left in September 20
Raquel Mato Technician (left in August 201

Carlos Barata Silv

Technician / colony manager, IV

Cecilia Simao

Animal caretaker, IMM

Felicia Ramc Animal caretaker, IMN
José Vila Cha Animal caretaker, IMM
Nuno Inécic Animal caretaker, IM}
Olena Pinh Animal caretaker, IMN
Wilma Zovc Animal Caretaker, IMN

Rodent Facility, mice, rats,

Keywords/Research Areas
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Major scientific achievements

The conventional unit of the rodent facility startie@ 2003 as a set of 4 small rooms. It had the
total capacity for housing 1200 animals and waatkst at the Sta Maria Hospital.

During the Autumn of 2011, this unit was transfdrte the Egas Moniz Building, to a space that
was remodelled to be able to accommodate it. Witlse¢ changes, this conventional facility has
now the capacity to house 7500 mice and rats.slh &las an infection room, which allows
researchers to carry out research with experimanf@ttion, using biological agents that were
not authorized in the other areas of the facititye to the risk of contaminations.

The SPF unit, which started its activity during soen of 2010, was further equipped, with its
production area now reaching about 70% occupation.

One of the major achievements of 2011 was theitigiof the facility staff. For the first time at
IMM a course in Laboratory Animal Science specificanimal caretakers was organized, giving
our team the adequate knowledge to perform a higllity work. A course for researchers was
also organized, allowing a considerable amounteskarchers to obtain their pending DGV
licenses.

Invited Lectures and Seminars

Marques, JM, Animal experimentation. Scientificeigtity and Ethics (MSc program in
Bioethics) Faculdade de Medicina, Universidade ideda. February 17, 2011

Marques, JM. Animal Welfare and Scientific validifyheoretical course in laboratory animal
science. Instituto Gulbenkian de Ciéncia. Novenitier2011.

Marques, JM. Rodent behavior and environment. Ig@ess of Animal Behaviour and welfare
therapy. Lisboa. December 18, 2011.
Advanced teaching

Marques, JM. Organized and lectured the courseabotatory Animal Science (cat. B). Instituto
de Medicina Molecular, Lisboa. 28/03 — 01/04; 113+ 04 2011.
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Biolmaging Unit

Major interests / Objectives

The Biolmaging Unit constitutes the core microscégsility of the IMM, serving as a support
structure to carry out and nurture research dortle kght Microscopy inside the institute. We
aim at providing IMM scientists and visitors withxaellence in scientific know-how and
expertise in using advanced light microscopy meshfudt their research. We assist in project
planning, experiment design, provide advice angsrttpon sample preparation, image analysis
and processing and in writing research papers mitlroscopy data. Together with continuous
training of new users, we organize regular courmsed workshops on basic and advanced
microscopy techniques. We research novel microsteplgniques for detecting protein-protein
interactions and measuring protein dynamics irabaliation with research units with challenging
biological problems.

Head of Unit

José Rino, PhD in Biophysics — Faculdade de Ci@mta Universidade de Lisboa

Research Team

| Anténio Temudc | Research Technician, IM

Keywords/Research Areas

Fluorescence Microscopy; Laser Scanning Confocatrddicopy; Image Processing and
Analysis; Quantification of protein dynamics antkiractions

Major scientific achievements

José Rino organized the Phase 2 (technical workabfofhe INSERMAtelier de formation 210
“Emerging tools in quantitative fluorescence micaysy for systems biology”, which took place
at IMM from 7 to 10 September 2011. The four-dagrdvincluded introductory lectures and
hands-on laboratory exercises on image acquisitimhimage processing and was attended by 12
trainees from Portugal, France, the Netherlands &wdtzerland, selected among Phase 1
participants.

Scientific collaboration with 2 IMM units and 1 esgch group from Instituto Tecnoldgico e
Nuclear resulted in 3 publications where live inmggmicroscopy was used to study the coupling
between spliceosome assembly and RNA Pol |l trgotsam dynamics flartins SB, RinoJ et al,
Nat Struct Mol Biol, 201)1 nuclear targeting of (99m)Tc bioconjugates vgtitential therapeutic
applications Esteves T et al, J Biol Inorg Chem, 2014)%d VEGFR2 nuclear translocation and
self-regulated transcriptiodpmingues | et al, PLoS One, 2011
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In 2011 the Biolmaging Unit services were used 8% (isers from 36 different research units (8
of them from outside the IMM), which correspondsatoincrease of 12 % in the total number of
users relative to 2009. We trained 71 new usediffierent microscopy systems during the year.

Recent Most Relevant Publications

Martins SB*, Rino J¥ Carvalho T, Carvalho C, Yoshida M, Klose JM, dengida SF, Carmo-
Fonseca M. (2011) “Spliceosome assembly is cougleRINA polymerase Il dynamics at the 3’
end of human genes”. Nat Struct Mol Biol, 18(101323. * These authors contributed equally
to this work (Journal IF: 13.69)

Ongoing Research Projects

Participation in projects from other units:

2010/2012 Transcription-coupled mechanisms of gegelation (FCT- PTDC/BIA-
BCM/101575/2008) Team Member: J. Rifl: Maria Carmo-Fonseca, €199 350

2010/2012 Function of Integrins in Drosophila Haegte Migration (PTDC/SAU-
0OBD/101259/2008) Team Member: J. Rifd: Soren Prag, €120 000

2011/2014 Splicing-coupled mechanisms of chromatinodelling and their global role in
transcription (PTDC/BIA-BCM/111451/2009) Team Memhg Ring PI: Sérgio de Almeida,
€141 967

Publications in peer review Journals

Domingues |,_Rino,JDemmers JA, de Lanerolle P, Santos SC (2011) “ME&Translocates to
the Nucleus to Regulate Its Own Transcription”. Bl®ne, 6(9):e25668 (Journal IF: 4.351)

Martins SB*, Rino J* Carvalho T, Carvalho C, Yoshida M, Klose JM, dendida SF, Carmo-
Fonseca M. (2011) “Spliceosome assembly is cougleRINA polymerase Il dynamics at the 3’
end of human genes”. Nat Struct Mol Biol, 18(101323. * These authors contributed equally
to this work (Journal IF: 13.69)

Esteves T, Marques F, Paulo A, RindNanda P, Smith CJ, Santos I. (2011) “Nucleareting
with cell-specific multifunctional tricarbonyl M(IYM is Re, (99m)Tc) complexes: synthesis,
characterization, and cell studies”. J Biol Inofge@ 16(8):1141-53 (Journal IF: 3.287)

Invited Lectures and Seminars

Rino J, Live-cell imaging of mMRNA biogenesis reweabupling between splicing and RNA
Polymerase Il dynamics at the transcription sit&rtyscopy at the Frontiers of Science 2014, 2
Joint Congress of the Portuguese and Spanish MigpgsSocieties, Aveiro, Portugal, October
19, 2011
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Rino J, Quantificacdo de mobilidade e interacc@eprdteinas dentro de células vivas por
microscopia confocal, Seminar at Faculdade de Ntemli¢eterinaria, Lisboa, Portugal, June 3,
2011

Rino J, Splicing e Microscopia, 1° Encontro de Bgih Molecular em Salde, Escola Superior de
Salde Egas Moniz, Almada, Portugal, March 18, 2011

Communications in International Conferences

Rino J et al. “Live-cell imaging of pre-mRNA pros#sy and RNA Polymerase Il dynamics”
Eurasnet Meeting on Alternative Splicing Granadagifs. February 28-March3, 2011. Poster
communication

Internationalization

José Rino organized the Phase 2 (technical workabfofhe INSERMAtelier de formation 210
“Emerging tools in quantitative fluorescence micagsy for systems biology”, which took place
at IMM from 7 to 10 September 2011. The four-dagrdvincluded introductory lectures and
hands-on laboratory exercises on image acquisitimhimage processing and was attended by 12
trainees from Portugal, France, the Netherlands &witzerland, selected among Phase 1
participants.

Advanced teaching

Rino, J.lectured on “Quantitative Microscopy” at the Wdnkg “Introduction to Microscopy
Fundamentals “, IGC, Oeiras, Portugal, DecembeRQB1

Rino, J.lectured on “Cellular Protein Dynamics” at the BIBech Week Workshop for the IGC
PhD Programme in Integrative Biomedical Sciencesta3, Portugal, December 8, 2011

Rino Jorganized and lectured at the Biolmaging Nano@uorsMicroscopy 2011, IMM, Lisboa,
Portugal, December 5 — 6, 2011

Temudo, Alectured at the Biolmaging Nanocourse on Microgc@pll, IMM, Lisboa, Portugal,
December 5 — 6, 2011

Rino, J organized and lectured at the INSERM WorkshosBl2a- “Emerging tools in
guantitative fluorescence microscopy for systemfogly”, September 7 - 10, 2011, IMM,
Lisboa, Portugal

Temudo, Alectured the practical teaching for the INSERM Wétiop Phase 2 - “Emerging tools
in quantitative fluorescence microscopy for systbintogy”, September 7 - 10, 2011, IMM,
Lisboa, Portugal
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Science and Society

Rino J, Um novo habitat para Fisicos: o laboratdeédiologia Celular, Workshop Fisica
iLimitada, Faculdade de Ciéncias da Universidadkisteoa, Lisboa, Portugal, May 20, 2011
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BioSafety Level 3 Facility

Major interests / Objectives

The IMM houses a 70 BSL3 Facility meeting the highest safety standaadsdefined by
European and International guidelines. Work to lberied out in this Facility includes all
experimental procedures biosafety level 3 pathag€he Facility is available to IMM internal
and affiliated researchers, as well as to exteesdarchers from academia, pharma and biotech.
The Facility provides education, training, and guide for researchers and is constantly
monitored by a fully dedicated technical supervisapplications to use the IMM’'s BSL3
laboratories are reviewed and must be approvedhbyRacility’s supervisor and Scientific
Commission before access is granted.

Head of Unit

Miguel Prudéncio, PhD — Principal Investigator, IMM

Research Team

| Inés Matos | Technician, IMN

Keywords/Research Areas

Mycobacterium tuberculosisilV, Biosafety Level 3, Containment, ABSL3

Major scientific achievements

The IMM BSL3 Facility is now fully operational, farork with both non-airborne and airborne
pathogens, as well as for procedures involving ahimodels. Standard operation procedures
were updated to meet the highest safety standardscdordance to users’ suggestions. A 2-day
course on level 3 hiosafety practices and speasffiects of operations in the IMM BSL3 Facility
was held for all new Facility users. The Facilitasvpublicly advertised for use by non-IMM
researchers. An occupational health protocol wéablished and implemented in collaboration
with Hospital Santa Maria.

Invited Lectures and Seminars

M. Prudéncio participated as a session chair in1#® Meeting of the European BioSafety
Association, April 2011, Estoril, Portugal.

M. Prudéncio attended the Workshop “BSO BSL3" & @urriculum Biosafety, October 2011,
Mittelhausern, Switzerland.
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M. Prudéncio participated in the Workshop “Biossegga: Situacdo em Portugal”, held at
Instituto Nacional de Saude Dr. Ricardo Jorge, NWawer 2011, Lisboa, Portugal.
M. Prudéncio lectured at the “Biosseguranca emrébdos de nivel 2 e 3” held at Instituto
Nacional de Saude Dr. Ricardo Jorge, December 204H9a, Portugal

Advanced teaching

Prudéncio , M. organised the course “Biosafetyntngj for use of the IMM BSL3 Facility”, 2-3
February 2011, Instituto de Medicina Molecular,tda, Portugal

M. Prudéncio lectured at the “Biosseguranca emrébdos de nivel 2 e 3” held at Instituto
Nacional de Saude Dr. Ricardo Jorge, Dez 2011 pkisBortugal.
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Flow Citometry Unit

Objectives

The Flow Cytometry Unit provides support and tmagnin flow cytometry to IMM and external
users. This training takes place on an individwaadi® or through workshops. We provide support
in experiment planning, instrument operation, datalysis and interpretation. In addition, the 2
High Speed Cell Sorters, operated by our staffmalls to provide a cell purification service. In
2011 UCF users comprise a total of 31 Units, reprisg a total of 152 researchers. An
additional component of our work is to ensure adégjguality control and maintenance on all
instruments. As an IMM facility, UCF has been impénting the Quality Management System,
according to ISO 900.

UCF staff are also involved in research projectd keep them up to date with new advances in
the technology.

Head of Unit

Maria Soares, PhD, University College London, LamddK

Team
Maria Soares, Ph Head of Uni
Ana Luisa Caetano Technician, FMUL (left in Sepdten2011)
Ana Isabel Pintc Technicial
Ana Isabel Vieira Technician (since November 2011)
Keywords

Flow Cytometry, High Speed Cell Sorting

Major achievements

In 2011 UCF underwent a significant upgrade with #itquisition of the Cell Sorter FACSAria
IIl and two analysers, the LSR Fortessa. The neW@&Aria became fully operational in January
2011 and the number of hours of cell sorting inseelaby 75% as compared to 2010. This was
substantial improvement to IMM researchers whoroam benefit from more hours of sorting per
day as well different laser configurations, allogviran increased level of flexibility in
fluorochrome detection.

In 2010 the Unit was equipped with analysers tloald: detect either 4 colours or 6 colours. By
detecting up to 8 colours, the new Fortessa hauweased the quality of the work developed at
the IMM and have the potential to be further upgdathrough the addition of more lasers. The
Fortessa became fully operational in February 28dd analyser usage has increased by 12%,
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with the LSR Fortessa overtaking the Calibur usag20%. During 2011 our staff trained a total
of 107 users in instrument operation.

Ongoing Research Projects

2008/2011 Immune Reconstitution after Unrelated ataplotype-Mismatched Stem Cell
Transplantation, FCT. Coordinator: Maria Soaresq1SAU-MII/67662/2006). €122.986

Participation in projects from other Units:

2007/2011, Maria Soares: participant in the projédtV-2 infection and thymus", FCT.
Coordinator: Ana E. Sousa (PTDC/SAU-MII/66248/20€636.621

2009/2012, Maria Soares: participant in the prdjeohg-term impact of thymectomy performed
in early infancy”, (PIC/IC/83068/2007) €75.000

2009/2012, Maria Soares and Ana Luisa Caetanaipeatits in the project “Clinical implications
of activation of PI3K/Akt signaling pathway in prary adult acute lymphoblastic leukemia*,
FCT. Coordinator: Jodo F. Lacerda (PIC/IC/8302372@134.000

2011/2014 Maria Soares: participant in the prof¢ldt/AIDS: contribute of naive CD4 T cell
homeostasis FCT Coordinator: Ana E. Sousa (PTDC/AC/109786/2009) €159.694,00.

Publications in peer review Journals

Libri V, Azevedo RI, Jackson SE, Di Mitri D, LachmaR, Fuhrmann S, Vukmanovic-Stejic M,
Yong K, Battistini L, Kern F, Soares M\Akbar AN. (2011)

“Cytomegalovirus infection induces the accumulatioh short-lived, multifunctional CD4+

CD45RA+CD27- T cells: the potential involvement dfiterleukin-7 in this process.”

Immunology132@3):326-339. (Journal IF: 3.3Citations: 4)

Di Mitri D, Azevedo RI, Henson SM, Libri V, RiddeNE, Macaulay R, Kipling D, Soares MV
Battistini L, Akbar AN.(2011)"Reversible senesceigduman CD4+CD45RA+CD27- memory
T cells”.J Immunol1875):2093-100. (Journal IF: 5.7)

Rodriguez-Nieto S, Cafiada A, Pros E, Pinto Al, &@sitanzas J, Lopez-Rios F, Sanchez-Verde
L, Pisano DG, Sanchez-Cespedes M. Source (2011psiMa parallel DNA pyrosequencing
analysis of the tumor suppressorBRG1/SMARCA4 ingluysrimary tumors." Hum Mutat.
32(2):E1999-2017(Journal IF: 5.9, Citations: 2)

Invited Lectures and Seminars
Soares, M. “A citometria de Fluxo aplicada & inigegtdo”, IX Congresso Anual de Andlises

Clinicas e Saude Publica organizado pela Socigdadaguesa dos BioAnalistas ClinicoS
(SPBS), Almada,Lisboa, Portugal November 25 and@al



Flow Citometry Unit | 361

Communications in National Conferences

Iris Caramalho, Vania Nunes-Silva, Ana Rita Pir&sa Isabel Pinto, Catarina Mota, Helena
Nunes-Cabaco and Ana E. Sousa "Impact of commonrgaahain cytokines on human thymic
regulatory T cell development" XXXVII SPI Annual Mtng Novembro de 2011, Instituto
Gylbenkian de Ciéncia, Oeiras, Portugal (Postesdhtation)

Advanced teaching

Soares, M. lectured at the ™8Master Course in Infeccious diseases, Lecturditleeh
“Immaturity and Senescence in the Immune Systend’“&m Introduction to basic concepts in
Flow Cytometry” IMM Lisbon January'82011

The Flow cytometry Unit hosted a visit from studefiom Universidade Atlantida, 11th May
2011 where Ana Caetano introduced the technigsi@piplications and the instruments available
at IMM UCF.

Between the 10and the 2% of January 2011 UCF organized in conjunction Vétizifarma a
series of training sessions for the new LSR Foate$hese included theoretical modules on
FACSDiva (the software) and practical modules am itistruments. A total of 9 mini courses
were performed where users were divided accordintheir previous expertise. A total of 35
users were trained at this initial stage.

In addition, throughout the year of 2011 our staffned 72 new users on one to one sessions.

February 8 2011 Maria Soares hosted a FlowJo Training Coprseided by Héléne Duijardin,
Application Scientist, Celeza GmbH.

Ph.D. thesis completed
Rita Isabel Silva de Azevedo (2011) The role of7liir the Homeostasis of Human Naive and

Memory CD4+ T cell subsets. Faculdade de Medicm&diversidade de Lisboa. Supervisor:
Maria Soares
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Histology Service

Major interests / Objectives

Starting on September 09, the Histology Service waglemented in IMM, resulting from
collaboration with the Histology Institute of FMULThe Histology Service has a permanent
technician, and is located in the Histology faightof the Histology Institute of FMUL.

The main objectives of the Histology Service areocpssing tissue samples for routine
histochemical procedures; processing and visuaizatf samples for Transmission Electron
Microscopy (in collaboration with the Instituto (einkian de Ciéncia); processing of samples for
Laser Capture Microdissection; training new usarsample preparation and analysis with the
available equipment in the laboratory; and protigtership in the design and implementation of
immunostaining and other procedures not performeta Service.

Head of Unit

Sandra Casimiro, PhD — Post-Doc Researcher, IMM

Research Team

Afonso Fernandes, M| PhC Medical Pathologist, IMI
Andreia Pint Technician, IMN

Keywords/Research Areas

Histopathology, immunohistochemistry, tissue pregegs microscopy

Major scientific achievements

The implementation of the Histology Service (H)resents a major achievement in IMM. A
survey conducted in the beginning of 2009 indicatedt most research Units considered
necessary to have this facility available in-housdact, since the HS implementation a total of
22 IMM research Units have used the available sesvin a regular basis. The HS also provides
services for five external users, including biotecbmpanies and hospitals. Researcher’s
formation in standard procedures had also a highadd in previous years and training and
tutorship maintained as one of our main goals ih120t is also our purpose to implement new
services according to the needs of the IMM Reseldrdts. In 2011 we upgraded our services in
Transmission Electron Microscopy (TEM), by estdiilig a new collaboration with Hospital
Amadora-Sintra for visualization of samples, andintaéned our collaboration with Instituto
Gulbenkian de Ciéncia, offering now two differegugoments to our users. In the last year we
also implemented processing of samples and tupmhlLaser Pressure Microdissection, serving
the users of a new microdissection microscope aedjiy several IMM Units.
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Recent Most Relevant Publications
Casimiro S, Luis |, Fernandes A, Pires R, Pint@Gauveia AG, Francisco AF, Portela J, Correia
L, and Costa L (2012) Analysis of a bone metastgsise expression signature in patients with
bone metastasis from solid tumoGlin Exp Metastasi®9, 155-164, published online in 2
December 2011. (Journal IF: 4.113, Citations: N.A.)

Publications in peer review Journals
Casimiro S, Luis I, Fernandes A, Pires R, PintdsAuveia AG, Francisco AF, Portela J, Correia
L, and Costa L (2012) Analysis of a bone metastgsise expression signature in patients with
bone metastasis from solid tumoGlin Exp Metastasi®9, 155-164, published online in 2
December 2011. (Journal IF: 4.113, Citations: N.A.)
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Zebrafish Facility

Major Objectives
To provide a fully functional facility to be useg beveral IMM research units.
To provide technical assistance to facilitate thee wf zebrafish in a wide range of
experimentation sets.

Head of Unit

Leonor Saude, PhD Invited Assistant Professor, FMUL

Team
Lara Carvalh Unit Manage
Fabio Valeri Techniciar(left end May
Susana Ponl Technician (left end Septemb
Aida Barros Technician

Major achievements

TECNOPHAGE SA is a Biotech company with labs loda& the IMM, under a collaboration
protocol signed by these two entities. The ZeblaFacitlity/IMM was able to attract their new
business unit called TECNOZeb that is operatingléneur ZebraFish Facitlity since September
2011 with the contribution of our technical expssti

Publications
The work done using the zebrafish of the IMM facdienerated the following publications:

Cutty S.J., Fior F., Henriques P.M., Salde L. andrdi¢ F.C. Identification and expression
analysis of two novel members of the Mesp familyzebrafish. The International Journal of
Developmental Biologyn press

Sousa S, Afonso N, Bensimon-Brito A, Fonseca M,d&isnM, Leon J, Roehl H, Cancela ML,
Jacinto A. Differentiated skeletal cells contribtaeblastema formation during zebrafish fin
regeneration. Development. 2011 Sep;138(18):38%7-90

Azevedo A.S., Grotek B., Jacinto A., Weidinger &d &aude L. (2011) The regenerative
capacity of the zebrafish caudal fin is not affdddy repeated amputations. PloS ONE Vol. 6(7);
e22820.
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Teaching/Training

Carvalho, L. lectured Laboratory Animal Sciences{bdevel), Faculdade de Medicina
Veterinaria/SPCAL, Lisboa. February 2011

Carvalho, L. lectured Laboratory Animal Sciencet @gn IMM, Lisboa. March 2011

Carvalho, L. lectured Laboratory Animal Sciencet &g IMM, Lisboa. October 2011

Science and Society

Leonor Saude (2011) APIFARMA visit to the IMM. Aiged-visit to the Fish Facility designed
members of different Portuguese Patients Assodistio

Leonor Saude (2011) LOreal visit to the IMM. A geddvisit to the Fish Facility to LOreal
collaborators.
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Biobank

Major interests / Objectives

The aims of the IMM Biobank are to promote the gtud the pathogenesis of diseases with
significative impact on human health, contributitegthe identification of new prognostic and
diagnostic tests and novel therapeutic targets.

The IMM biobank will acts as a catalytic factor ftme cooperation between national and
international academic researchers and betweesctuemia and the pharmaceutical industry.

Head of Unit
Joéo Eurico Fonseca, MD, PhD - Assistant Profesgbrhabilitation (“agregacao”) at the
Faculdade de Medicina da Universidade de Lisboa

Research Team

Angela Afonso, Biochemist, Technical Responsibletiie Biobank

Keywords/Research Areas

Biological Samples, Cryopreservatidbatabase

Major achievements

1- Dedicated space, acclimatized, with electronic sillance, state of the art freezers,
backup freezers, backup energy supply, and COtiojeemergency rescue.

2- Collection of cryopreserved human biological sampléblood, serum, urine,
cerebrospinal fluid, synovial fluid, DNA, RNA an@nous types of tissues).

3- Clinical information of individuals who donated sales managed by a tailored
information system.

4- Approved bythe FMUL/CHLN Ethics Committee and alsp the Portuguese Data
Protection Authority (Comissdo Nacional de Proteg@dados - CNPD). At the present,
the IMM Biobank is under a quality certificationgmess, which will ultimately lead to
the certification by NP EN ISO 9001:2008.

5- Integrated in the European biobank network (BBMBIlobanking and Biomolecular
Resource Research Infrastructure)

Ongoing Research Projects

2008/2011 Molecular Characterization of the PorasguPopulation Affected by
Neurodegenerative Disorders promoted by Alto Coaniado da Saude (ACS). Coordinator:
Tiago Outeiro,11.000€
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2011/2013 Epireuma.pt: Epidemiological Study of &®hatic Diseases in Portugal, promoted by
Sociedade Portuguesa de Reumatologia. Storagd¢eofdd samples. Coordinator: Jaime Branco,
12.400€

Invited Lectures and Seminars

Chalk Talk, IMM, 12" October 2011, The implementation of the IMM biokan

Communications in National Conferences

Afonso, A. Biobank-IMM an OverView. Oral presentatiat the Workshop FCT-ISCIII
Neurodegenerative Diseases Networks & Biobank&dasJuly 4-5, 2011

Internationalization
The IMM Biobank has joined the European biobankwoek (BBMRI - Biobanking and
Biomolecular Resource Research Infrastructure)andmber 2011

Industry contract research

Novartis Farma, Donation of 6.000€
Amgen, Donation of 10.000
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Companies

GenoMed — Diagnésticos de Medicina Molecular, SA

GenoMed is a spin-off company of IMM created in 200he mission of GenoMed is to provide
cutting-edge technology transfer services relef@ntmedical applications. Currently, GenoMed
offers over 300 different tests that are used agxosis, prognosis and therapeutic follow up. The
main medical areas covered include Oncology, Iidast Diseases, Genetic diseases and
Pharmacogenetics. Additionally, GenoMed providegpial and ancestry DNA testing.

Head of Unit

Teresa Porta Nova, MSc (Director)

Team

GenoServices:

Genetic Diseases and Pharmacogenetics Unit:

Gabriel Miltenberger-Miltenyi, MD, PhD (IMM staffcgentist, CIENCIA 2007) - Coordinator
Ana Coutinho, PhD - Technician

Soénia Pereira, Lic. Biochemistry - Technician

André Janeiro, Lic. Biochemistry -Technician

Catarina Silveira, Lic. Clinical Analysis and Publiealth - Technician

Inés Silva, MSc - Technician

Marisa Silva, Lic. Pathology and Cytology — Teclmic(left in August 2011)

Diana Colom, Lic. Biology — Technician (left in Ap2011)

Oncology Unit:
Soénia Santos, PhD — Citogenetics Unit Coordinator

Paula Costa, Lic. Biochemistry - Citogenetics Urdthnician

Ana Carla Sousa, Lic. Applied Chemistry/Biotechmgyle Citogenetics Unit Technician
Susana Ramos, Lic. Pathology and Cytology - Citeties Unit Technician

Renata Casimiro, Lic Marine Biology and Biotechmplo Citogenetics Unit Technician (left in
September 2011)

Sénia Matos, MSc — Hemato-Oncology - Molecular 8gyl Unit Coordinator

Sara Malveiro, Lic. Cellular and Molecular Biologifemato-Oncology Unit Technician

Silvia Kakoo, Lic. Pathology and Cytology — HematdOncology Unit Technician (left in
February 2011)

Paula Mimoso, Lic. Applied Chemistry/Biotechnolog¥echnician

Hélia Guerreiro, Lic. Clinical Analysis and Pubhi@alth - Technician

Virology Unit:
Rute Marcelino, MSc — Coordinator
André Janeiro, Lic. Biochemistry -Technician

Management Unit:
Fabiola Rosa, Direction Assistant
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Ana Flores, Management Assistant
Rafaela Neto, Business Developer
Tatiana Terreiro, Business Developer

GenoResearch:
Rute Marcelino, MSc A
Gabriel Miltenberger-Miltenyi, MD, PhD (IMM staffcgentist, CIENCIA 2007)

Research Areas

In vitro molecular diagnostics have establishedrigelves as effective tools for all aspects of
disease management, especially in areas of uniéatatineed. Such tests have been developed
for screening and prognosis as well as for apjinat such as determination of genetic
predisposition to disease, detection of presympticnaisease, and prediction of individual drug
response. Molecular diagnostics are the basis afnpdicogenomics, enabling the evolution of
personalized medicine.

Major scientific achievements

Increased number of tests available.

Total Number of tests available

350

300

250

m2007
200 W2008

2009
150

m2010
100 m2011

50

Infectious diseases Oncology Genetic Diseases TOTAL

Ongoing Research Projects

Biomarkers for Alzheimer's disease and Parkinsodisease (BIOMARKADP). European
research projects for the optimisation of biomaskand harmonisation of their use between
clinical centres. Joint Programming in Neurodegetieg Disease (JPND). Portuguese
coordinator: Alexandre de Mendoncga. Participanbr@hMiltenberger-Miltenyi
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starting in 2011: Investigacdo translacional emhalmer. Quadro de Referéncia Estratégico
Nacional (QREN). Coordinator: Sofia Corte-Real.tiegrant: Gabriel Miltenberger-Miltenyi

starting June 2011: Caracterizacdo genética deteenm enxaqueca hemiplégica familiar tipo
1. Gabinete de Apoio a Investigacéo Cientifica (BAP- Medical Faculty, University of Lisbon
-2010. Coordinator: Gabriel Miltenberger-Miltenyi

starting June 2011: Nephrotic syndrome in childheaggnotype phenotype association studies
and screening for novel mutations. 2010 Investigatgrant of the Portuguese Society of
Nephrology. Coordinator: Gabriel Miltenberger-Miite, 16000.- EUR

starting March 2011: Improving the quality of ediima through the development of science.
TAMOP 4.1.2/B-09/1/KMR-2010-0001. Hungarian Natibn®evelopment Agency and

Semmelweis University Budapest — external scientifillaborator. Coordinator: M.J. Molnar.
Participant: Gabriel Miltenberger-Miltenyi

2010/2013 Atomic force microscopy-based molecutkgognition of fibrinogen receptors in
platelets and erythrocytes. Applications in healtld disease. Calouste Gulbenkian Foundation.
Coordinator: N.C. Santos. Participant: Gabriel dfitberger-Miltenyi

starting July 2010: Phenotype-genotype associaiodies in medullary cystic kidney disease -
searching for new candidate genes. 2009 Investigagirant of the Portuguese Society of
Nephrology Coordinator: Gabriel Miltenberger-Mil{gn20000.- EUR

2009/2011, Development of a pyrosequencing methmddetect resistance mutations to
nucleosidic and non nucleosidic polimerase inhibitand to protease inhibitors, in chronic
infection of Hepatits C Virus (HCV), Coordinatorute Marcelino, APEF/Roche, 5000€.

Publications in peer review Journals

de Oliveira RM, Marijanovic Z, Carvalho F, MilténgM, Matos JE, Tenreiro S, Oliveira S,
Enguita FJ, Stone R, Outeiro TF. (2011) Impairedtgmstasis contributes to renal tubular
dysgenesis. PLoS One. 6(6):e20854 (IF [2009]: 4.4ited: 0)

Jorge C, Marques JS, Veiga A, Nobrega J, Cruz daltReR, Correia MJ, de Sousa J,
Miltenberger-Miltényi G, Nunes Diogo A. (2011) Ndwveautation in long QT syndrome in a
patient with prior diagnosis of epilepsy. Rev Roardiol. 2011 Nov 18.

Jorge C, Marques JS, Miltenberger-MiltényiBnto FJ. (2011) Hypertrophic cardiomyopathy or
non-compaction? How the first impression can bengrdnt J Cardiol. 2011 Nov 10F [2010]:
6.802)

Other publications National

Matos S (2011) LMC: Monitorizacdo da Resposta e aenos de Resisténcia.
HematOncologia Especial, 14-15.
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Invited Lectures and Seminars

Marcelino, R. HCV Resistance, Sharing Evolution2 regthap - Delivering the Commitment,
Miragem Hotel, Cascais, P2f November, 2011

Miltenberger-Miltenyi, G: O estudo genético da demé. Curso de Deméncias. Congresso de
Neurologia 2011, Lisboa, 06.11.2011.

Marcelino, R. IL28B genetic polymorphisms and Hépat: portuguese data, Advanced Course
on viral Hepatitis, Gastroenterology Service of t8aMaria Hospital, Lisbon, Portugal™ of
October, 2011

Miltenberger-Miltenyi, G: Genetic basis of skeletdisease and pathological calcifications.
Advanced Course: Human Genetics: from basic scigacelinics and genetic counselling.
University of Algarve, Faro, 21-22.07.2011,

Miltenberger-Miltenyi, G: Human genetics and borngedses. Masters in Biomedical Sciences;
University of Algarve, Faro, 01.04.2011

Communications in International Conferences

Miltenberger-Miltényi Gabriel, Reményi Viktéria, Nfwar Maria Judit, Kovacs Tibor. Rare
finding in dementia: description of a patient watlhovel PSEN2 mutation. Xth Congress of the
Hungarian Society of Clinical Neurogenetics, Buddp®2-3.12.2011 (Oral presentation)

Dulce Brito, Gabriel Miltenberger-Miltenyi, Dorotei Silva, Nunes Diogo, Hugo Madeira.
Hypertrophic cardiomyopathy: clinical aspects afokel missense mutations in MYBPC3 gene.
| European Congress on Myocardial and Pericardise&¥es. 13-15.10.2011, Lisbon (Oral
presentation)

Han van Krieken, Jeroen Dijkstra, Felice Shieh, ateHoefler, Susan Richman, Danielle
Heidemann, Joachim Diebold, Etienne Rouleau, Evaar® Gabriel Miltenberger, Marjolein
Ligtenberg, Sabine Tejpar, Jeffrey Lawrence. KRAStation analysis on low percentage of
tumor cells: The importance of standardization qudlity assurance. 23rd European Congress of
Pathology (ECP 2011), 27 Aug - 1 Sept, 2011, Hkiskinland. (Oral presentation)

Gabriel Miltenberger-Miltenyi, Edgar Almeida, Joani Calado, Fernanda Carvalho, Catarina
Teixeira, Sofia Jorge, Sonia Pereira, Helena Via@pnio Gomes da Costa. Report on four
novel UMOD mutations in medullary cystic kidneyehse patients in Portugal. 48th Congress of
European Renal Association — EDTA, 23-26.June, irdBoster presentation)

Miltenberger-Miltényi Gabriel, Sonia Vale PereiBgkay Janos, Balogh Lidia, Fekete Gyorgy,
Sz06nyi Laszlo: Clinical and genetic testing of et three patients with GSD | from Hungary.
European Human Genetics Conference, May 28-31, 20AfMnsterdam, Netherlands (Poster
presentation)
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Communications in National Conferences

Santos, PS, Conceicdo, C, Silveira, MP, Gomes Méhso, C, Reichert, A, Pinto, M, Santos, S,
Lima, F. Um Caso de Leucemia Mieloide Aguda com(3ig219g26) e Trombocitose
Sintomatica. Reunido Anual da Sociedade Portugleséematologia. Centro de Congressos dos
Salgados, Albufeira, November 10-12, 2011 (puklcgt

Miltenberger-Miltenyi, G, Pereira, SV, Timoteo, &Aosta, C. Uma familia com doenca de
Parkinson sem mutacdes nos genes SNCA, LRRK2 e RARKmais um exemplo de
heterogeneidade genética. Congresso de Neurolaad 2011, 06.11.2011, (Oral presentation)

Miltenberger-Miltenyi, G, Verdelho, A, Pereira, SBarroso, C, de Mendonca, A. Variabilidade
de expressdo de uma nova mutacdo no gene GRN ramibafcom Degenerescéncia Lobar
Frontotemporal. Congresso de Neurologia Lisboa 2081.1.2011, (Oral presentation)

Miltenberger-Miltényi, G, Pereira, SV, de MendoncA: Alzheimer's disease associated
biomarkers in the cerebrospinal fluid of non-derednindividuals — searching for laboratory
specific normal values. 252 Reunido do Grupo deudestde Envelhecimento Cerebral e
Deméncias, Tomar 3 e 4 de Junho de 2011, (Oratmiason)

Miltenberger-Miltenyi, G, Almeida, E, Teixeira, Qprge, S, Carvalho, F, Gomes da Costa, A:
Medullary cystic kidney disease in Portugal — genetsults of 14 families. Encontro renal —
Congress of the Portuguese Society of Nephrologyaméura 30.03.-02.04.2011, (Poster
presentation)

Prizes, honours and awards
Best presentation: D Brito, G Miltenberger-Miltenid Silva, N Diogo, H Madeira. Hypertrophic
cardiomyopathy: clinical aspects of 7 novel misgemaitations in MYBPC3 gene. | European
Congress on Myocardial and Pericardial Disease45180.2011, Lisbon
Advanced teaching

Marcelino, R., Molecular Biology Module of Emergenfectious Diseases Master Course, of
Faculty of Medicine of Lisbon University, Januad/"2and 31", 2011.
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TechnoPhage, SA

Major interests / Objectives

TechnoPhage S.A. is a biopharmaceutical companggenin the R&D of therapeutics and
diagnostics in three main programs, managed bgreifit Business Units:

1) TechnoPhage: R&D of novel bacteriophage-baseduyuts, for the treatment, diagnosis and
prevention of bacterial infections.

2) TechnoAntibodies: R&D of recombinant single damantibody fragments (sdAbs), for

therapeutic and diagnostic of human diseases.

3) TechnoZeb: Innovative approaches to drug disgoby using the zebrafish as an in vivo
model system.

The strategy of the company is to use these ptatfdo identify new therapeutic molecules in
various areas. Molecules are taken into in vivalists to provide data on efficacy and safety.
Partnering deals are sought for preclinical oriciihdevelopment or both.

Head of Unit
Miguel Garcia, PhD, PharmD, MBA — Associate Profesinstituto de Ciéncias da Saude Egas
Moniz

Research Team

Sofia Cort-Real, PhC Business Unit Manager, TechnoAntiboc

Nuno Afonso, PhL Business Unit Manager, TechnoPhe
TechnoZe

Frederico Silva, PhD Business Unit Scientific Mag@ia
TechnoAntibodie

Rui Freitas, Ph Senior Scientist (left in December 20

Sara Sousa, MsC Senior Scientist

Clara Leandro, MSc Scientist

Sara Lourenco, MSc Scientist

Raquel Barbosa, M! Junior Scientis

DanielaProenga, MS PhD studer

Jodo Joao Mendes, N PhD studer

Rita Va: MSc studer

Patricia Pinto Technician

Keywords/Research Areas

Antibodies, bacteriophages, zebrafish screeniritpriimation, Infection, Neurodegeneration

Major achievements

TechnoPhage and UCB Pharma signed a collaborat®qgnl under which UCB is funding
TechnoPhage to develop new therapeutic agents UsagnoPhage’s small-domain antibody
proprietary technology.

TechnoPhage has began preclinical studies for TAtb@rapeutic agent against Rheumatoid
arthritis, TP-102 therapeutic anti-infective agagainst soft tissue ulcers.
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TechnoPhage was granted a Eurostars project (pdwgrEUREKA and the European Union) to
deliver candidate-molecules for the treatment okiRaon’s Disease.

Ongoing Research Projects / Internationalization

TechnoPhage and UCB Pharma signed a collaborat®qgnl under which UCB is funding
TechnoPhage to develop new therapeutic agents UsobnoPhage’s small-domain antibody
proprietary technology.

TechnoPhage was granted a Eurostars project (pdvegrEUREKA and the European Union) to
deliver candidate-molecules for the treatment okiRaon’s Disease.

The project will run from 2011 to 2013, and willdeaTechnoPhage as the Project Leader and
involves partners from several top European rebeaeaters from Portugal and the Netherlands
(TechnoPhage, Instituto de Medicina Molecular, Enas University Medical Center Rotterdam,
Faculdade de Engenharia da Universidade do Porto).

QREN Project- Projecto mobilizador Do IT — Desemimkento e Operacionalizacdo de
Translacdo. Participants include TechnoPhageuihstiie Medicina Molecular and BIAL.

Pipeline
E
IND/CTA
Inflammation TA_101 (RA, other) ‘iﬁiiﬁi
TA_112 [ ]
Cardiovascular TA_102 ‘iﬁiiﬁ
Oncology TA_103 [ ]
Musculoskeletal TA_104 ‘iﬁ
T2 101 1 [ |
Neurology TA_111 ‘i
TZ111 [ ]
Infection TP_101 L ]
™_102 | | |
TP_103 [ | | |
P_104 [ | ]

Other publications International

Sofia Corte-RealFrederico Aires da Silva and Jodo Goncalves. @nat Development of
Antibody Fragments for Therapeutic Applications,stéaho, M. / Santos, N., Peptide Drug
Discovery and Development, Translational Researctéademia and Industry, Wiley-VCH
Verlag GmbH & Co. KG (2011).
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Master thesis completed

Sara Ferreira Llorente Grancho Lourenco, MSc thead 1. Seleccdo e caracterizacdo de
anticorpos de dominio Unico especificos para epratgp4l de VIH-1. Faculdade de Medicina
da Universidade de Lisboa. Co-Supervisor: Dr. AiedeSilva and Prof. Emilia Valadas.

Rita Leitdo Landeiro Vaz, MSc thesis, 2011. Utilida do bacteriéfago F44/10 na deteccdo de
Staphylococcus aureus em feridas cronicas, FaaildadCiéncias da Universidade de Lisboa.
Co-Supervisor: Prof. Madalena Pimentel, Prof .M&amtos.
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Thelial Technologies S.A.

Major interests / Objectives
Cancer is the second largest killer disease, afifgetoout 50% of people sometime in their lives.

Thelial is a drug discovery company that applies uhique, proprietaryDrosophila based
technology to find new candidate compounds fortthatment of cancer.

Chief Executive Officer
Pedro Vilarinho, PhD
Founders
Rui Martinho, PhD
Richard Hampson, PhD

Research Team

Richard Hampson, PhD General management and gewetd
Virginia Oliveira Marques, Phl Laboratory manag
Teresa Gomes, MSc Technical staff

Keywords/Research Areas

Epithelium, carcinoma, drug discovery, early stdy@sophila

Major achievements

In 2011 Thelial started up laboratory operationd @t its ambitious plans in technology and
intellectual property development.

Publications

Hampson RJ and Wyatt MD (2011) Whole organism bésethiques and approaches in early
stage oncology drug discovery-patents and trenelse® Pat Endocr Metab Immune Drug
Discov. 2011 Sep;5(3):183-91.






