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TThhee  BBrraaiinnVVeeccttoorrss  pprroojjeecctt  
Welcome of the coordinator 

 

Dear All,  
 
I have the pleasure in this first BrainVectors newsletter to welcome all the PIs of 

the consortium and the two recruited researchers, Marie Humbert-Claude, Ludivine 
Breger and Felix Junyent-Herena. I wish to Marie, Ludivine and Felix to achieve the 
best in their research and that their tenure in Lausanne and Lund, respectively, will be a 
great opportunity for their career.  I wish to say also welcome to all the 26 researchers 
staff members of the partners’ labs, who will visit the partners’ laboratories along the 48 
months and implement thus the core BrainVectors research program.  

I have the privilege to be the coordinator of this exciting network of cutting-edge academic and 
industrial laboratories that are specialist of gene transfer into brain by using vectors derived adeno-
associated viruses, canine adenovirus and lentiviruses. Our common approach is to drive gene transfer by 
switching on/off the expression of foreign genes delivered into cells and tissues, analyse the effects of 
such expression in 2D/3D cells systems and mice and assess the immune responses at cellular and 
molecular levels. Our goal is to establish the pharmaceutical settings of our vectors to use them in novel 
gene therapy-based protocols for Parkinson’s disease and other neuropathies.  

Behind this, we shall strive to open the borders of the academia environment to the industry and 
vice versa, by transferring from one to the other sector different approaches, working methods and career 
prospects for researchers. Only with this open-innovation vision, it will be possible to bridge the two 
environments and, thus, to overcome the several questions that remain still open in the translational 
neurobiology research today.   

 In this Newsletter, I also invite you to communicate between each other, share information and 
materials, open your lab to the visiting researchers to exchange experiences and create with them unique 
opportunities to achieve new knowledge and innovative applications. You have started already this intra-
network interaction with the first secondment of Stefania Piersanti (UniRM), who has spent two months 
in IBET in Oeiras, and with Gloria Gonzales (FIMA), who will collect cell lines from all partners to 
study her vectors in them. I am delighted in seeing such a dynamism and cooperation already and I am 
proud to be the coordinator of a network where the colleagues show initiative and enthusiasm. 

I invite you also to implement training the initiatives of Mauro Mezzina (EASCO), who will 
develop the BrainVectors educational and dissemination program in organizing meetings and delivering 
individual coaching to researchers. Mauro’s experience will help us to work collectively and to spread 
outside the consortium the new knowledge acquired.  

Finally, I invite you to come to Madrid this October 24th and 25th, 2013 for our first forthcoming 
BrainVectors consortium meeting and I look forward to meeting you for important interactions and 
discussions in Madrid in October. 
 

With warm regards, 
 

Liliane 
 

 

 

 



BrainVectors  Newsletter 1                                                                                                                                                page  2 
 

 
 
Partners profiles   
 

 

    
Ben 
BERKHOUT    
phone: +31205664822  E-mail: b.berkhout@amc.uva.nl 

 
 

  
Atze  DAS     
phone: +31205663396 E-mail: a.t.das@amc.uva.nl 

 
 

http://www.amc.nl/web/Research/Who-is-Who-in-Research/Who-is-Who-in-Research.htm?p=61 
http://www.amc.nl/web/Research/Who-is-Who-in-Research/Who-is-Who-in-Research.htm?p=395 

 
RESEARCH:  Technology for the regulation of gene expression in mammalian cells and tissues is 
essential for both functional genomic research and applications in medicine and biotechnology. The most 
widely used regulatory circuit is the so-called Tet-On system that is based on the E. coli tetracycline 
repressor protein (TetR) and doxycycline (Dox) as effector molecule. We previously constructed a 
genetically modified HIV-1 virus variant of which the gene expression and replication is controlled by the 
Tet-On system. This HIV-rtTA variant can be turned on and off at will by the addition or removal of Dox, 
respectively. It was developed as a live-attenuated vaccine candidate and is currently being tested in the 
SIV-macaque AIDS model. We use this unique HIV-rtTA virus as a tool to develop new Tet-On systems. 
For example, we developed systems that are more active and more Dox-sensitive, which makes them very 
suitable for applications in brain and other tissues where reduced Dox levels can be reached. 
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Laboratory of Experimental Virology,  Academic Medical Center,   
University of Amsterdam  
Meibergdreef 15  - 1105AZ  City: Amsterdam Country: The Netherlands - www.amc.nl 

http://www.amc.nl/web/Research/Who-is-Who-in-Research/Who-is-Who-in-Research.htm?p=61
http://www.amc.nl/web/Research/Who-is-Who-in-Research/Who-is-Who-in-Research.htm?p=395
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Zhou X, Vink M, Klaver B, Berkhout B, Das AT (2006) Optimization of the Tet-On system for regulated gene expression 
through viral evolution. Gene Ther 13:1382-1390 

Centlivre M, Zhou X, Pouw SM, Weijer K, Kleibeuker W, Das AT, Blom B, Seppen J, Berkhout B, Legrand N (2010) 
Autoregulatory lentiviral vectors allow multiple cycles of doxycycline-inducible gene expression in human 
hematopoietic cells in vivo. Gene Ther 17:14-25 

Kleibeuker W, Zhou X, Centlivre M, Legrand N, Page M, Almond N, Berkhout B, Das AT (2009) A sensitive cell-based assay 
to measure the doxycycline concentration in biological samples. Hum Gene Ther 20:524-530 

Legrand N, van der Velden GJ, Fang RH, Douaisi M, Weijer K, Das AT, Blom B, Uittenbogaart CH, Berkhout B, Centlivre M 
(2012) A doxycycline-dependent human immunodeficiency virus type 1 replicates in vivo without inducing CD4+ T-cell 
depletion. J Gen Virol 93:2017-2027 

Manoussaka MS, Berry N, Ferguson D, Stebbings R, Robinson M, Ham C, Page M, Li B, Das AT, Berkhout B, Almond N, 
Cranage MP (2013) Conditionally-live attenuated SIV upregulates global T effector memory cell frequency under 
replication permissive conditions. Retrovirology 10:59 

 

 

 
 

 

 

 

Liliane TENENBAUM     
phone: + 41 21 314 1048  E-mail: Liliane.Tenenbaum@chuv.ch 

 
                                                                                                                      

http://www.unil.ch/lcmn/page88778.html 

RESEARCH: The group develops viral vectors based on AAV for regulatable and specific gene 
expression in neuroprotective and anti-inflammatory therapeutic strategies for Parkinson’s disease. 
The vectors are evaluated in vivo in phenotypic rodents models for Parkinson’s disease.  

Another goal of the group is to develop 
pathology-inducible vectors to monitor 
disease progression and therapeutic 
interventions in vivo. Recombinant AAV 
vectors of various serotypes (1,2,5,8,9) are 
produced by co-transfection of HEK-293T 
cells, purified by iodixanol gradients and 
titrated to determine viral genomes and 
capsids using described methods (Lock et al., 
Hum.Gene Ther. 21:1273-85, 2010).  

 
 

 

 

 

Lausanne University Hospital  Centre Hospitalier Universitaire Vaudois 
Rue du Bugnon.46   CH-1011  Lausanne, Switzerland     
http://www.chuv.ch/neurosciences 
 

https://oweb.chuv.ch/owa/redir.aspx?C=8232971ace944bf6b8e63eebd97f59d6&URL=http%3a%2f%2fwww.chuv.ch%2fneurosciences
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Chtarto, A., Bockstael, O., Tshibangu, T., Dewitte, O., Levivier, M. and Tenenbaum, L. (2013). A next step in adeno-
associated virus (AAV)- mediated gene therapy for neurological diseases: Regulation and targeting. British Journal of Clinical 
Pharmacology 76: 217–232 

Chtarto, A., Bockstael, O., Gebara, E., Vermoesen, K., Melas, C., Pythoud, C., Levivier, M., Dewitte, O., Luthi-Carter, R., 
Clinkers, R. and Tenenbaum L. (2013). An adeno-associated virus-based intracellular sensor of pathological Nuclear Factor-
kappa B activation for disease-inducible gene transfer. PlosOne 2013;8(1):e53156 

Yang, X., B.Mertens, E.Lehtonen , L.Vercammen, O.Bockstael, A.Chtarto, V.Baekelandt, M. Levivier, J. Brotchi, Y.Michotte, 
S.Sarre and L.Tenenbaum (2009). Reversible neurochemical changes mediated by delayed intrastriatal GDNF gene delivery in 
a partial Parkinson’s disease rat model. J. Gene Med. 11 (899-912). 

O. Bockstael, A.Chtarto, J.Wakkinnen, X.Yang, C.Melas, M.Levivier, J.Brotchi, L.Tenenbaum. (2008) 
“Differential transgene expression profiles of cross-packaged AAV2/1 vectors using the tetracycline-inducible and CMV 
promoters in the rat brain.” Hum. Gene Ther. 19(11): 1293-1306.  

 

A.Chtarto, X.Yang, O.Bockstael, C.Melas, D.Blum, J.-M.Jaspar,  M.Levivier , J.Brotchi, T.Velu and L.Tenenbaum .(2007). 
"Controlled delivery of glial cell line-derived neurotrophic factor by a tetracycline-inducible AAV vector".  Exp. Neurol. 
204(1):387-399. 

 
 

 

 

      

Eric KREMER     
phone: 33 (0)4 34 35 96 72 (lab 74) E-mail: eric.kremer@igmm.cnrs.fr 

 
 

RESEARCH:   The clarification of virus-cell interactions may be the most exciting aspect of modern 
virology, revealing similarities among virus families, the diversity of tropism, trafficking, and pathogen 
propagation. Our core theme is the study of Adenoviridae. Human adenoviruses normally cause 
subclinical symptoms, but in sporadic cases they can be lethal in infants and immunocompromised 
patients. Our approaches transverse disciplines as diverse as virology, cellular and molecular biology, 
immunology, physical biochemistry, neurology, biochemistry, and gene transfer.  

 
The Kremer lab 2013 

 

 

 

 

 

 

 

 

 

 

 

 

 

Institut de Génétique Moléculaire de Montpellier CNRS UMR 5535 
1919 Route de Mende    34293 Montpellier, France       http://www.igmm.cnrs.fr/ 
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http://www.igmm.cnrs.fr/spip.php?rubrique35 

• Wodrich H, Henaff D, Jammart B, Segura-Morales C, Seelmeier S, Coux O, Ruzsics Z, Wiethoff C & EJ Kremer. 
2010 A capsid encoded PPxY motif facilitates adenovirus entry. PLoS Pathogens 2010 Mar 19;6(3):e1000808. 

• Bennasser Y, C Chable-Bessia, R Triboulet, D Gibbings, C Gwizdek, C Dargemont, EJ Kremer, O Voinnet & M. 
Benkirane. (2011) Competition for XPO5 binding between Dicer mRNA, pre-miRNA and viral RNA regulates 
human Dicer levels. Nature Structure & Molecular Biology Mar;18(3):323-7 

• Salinas S, Schiavo G & EJ Kremer. 2010. A hitchhiker’s guide to the nervous system: the complex journey of 
viruses and toxins. Nature Reviews Microbiology Sep;8(9):645-55.  

• Salinas S, Bilsland L, Henaff D, Weston AE, Keriel A, Schiavo G & EJ Kremer (2009). CAR-associated vesicular 
transport of an adenovirus in motor neuron axons. PLoS Pathogens 2009 May;5(5):e1000442. (download pdf) 

• D. Henaff / E. Seiradake (co-first authors), H. Wodrich, O. Billet, M. Perreau, C. Hippert, F. Mennechet, G. 
Schoehn, H. Lortat-Jacob, H. Dreja, S. Ibanes, V. Kalatzis, J.P. Wang, R.W. Finberg, S. Cusack & EJ Kremer. (2009) 
The Cell Adhesion Molecule Car And Sialic Acid On Human Erythrocyte Dictate Adenovirus In Vivo 
Biodistribution. PLoS Pathogens Jan; 5(1):e1000277. Epub 2009 Jan 2. 

• Perreau M., Pantaleo G., Kremer EJ. (2008) Activation of a dendritic cell-T cell axis by ad5 immune complexes 
create an improved environment for replication of HIV in T Cells. J. Exp Medicine 205: 2717-2725  
 

 

 

 
Cecilia LUNDBERG    
phone: +46-46-2220528   mobile:+46-703-782125   E-mail: cecilia.lundberg@med.lu.se. 

 
The team: 

                      
Cecilia Lundberg, PI      Ludivine Breger    Luis Quintino       Erika Elgstrand Wettergren 

    and Christina Isaksson, technical engineer (not shown) 

http://www.med.lu.se/expmed/cns_gene_therapy 

 

CNS Gene Therapy, Wallenberg Neuroscience Center, Dept Experimental 
Medical Science, Lund University  
BMC A11   221 84  Lund, Sweden http://www.med.lu.se/expmed/cns_gene_therapy 
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RESEARCH:  Development of gene therapy vectors to treat neurodegenerative disease and damage 
in the CNS.    The goal of our research is to develop vectors for use in gene therapy to treat diseases in 
the brain. Furthermore, we also aim to explore ways to modify CNS function by gene transfer. 

In our lab we are constantly advancing the vector production and constructions to achieve as 
effective and specific lentivectors as possible. 

One of our objectives is to develop cell-specific recombinant viral vectors to treat the hallmarks 
features of Parkinson’s disease (PD) such as dopaminergic cell death and L-DOPA induced dyskinesia. 
To achieve this goal we will use and further refine the cell-specific lentiviral vectors developed by our 
group during the last couple of years. Thus, we are constructing lentiviral vectors specific for PD by 
analyzing expression patterns in the PD striatum. We are combining our cell-specific technology with the 
possibility to down regulate proteins using RNA interference. In these projects we are not only 
developing tools to study the patophysiology of PD but also investigating possible new treatment 
paradigms for PD and proof-of-concepts that can be transferred to the study and treatment of other brain 
disorders. 

Another objective for our research is to develop lentiviral vectors that can be regulated. This can be 
achieved either by giving inducing drugs or by utilizing the natural regulation of promoters in our vectors. 
These vectors will be improved for further use in the PD models. 

 
Quintino L, Baudet A, Larsson J, Lundberg C  FACS binding assay for analysing GDNF interactions  J Neurosci 

Methods. 2013 Aug 15;218(1):25-8 

Quintino L, Manfre G, Elgstrand Wettergren E, Namislo A, Isaksson C, Lundberg C  Functional neuroprotection and 
efficient regulation of GDNF using destabilizing domains in a rodent model of Parkinson's Disease    Mol Ther. 2013 Jul 24. 

Åkerblom M, Sachdeva R, Quintino L, Elgstrand Wettergren E, Chapman K Z, Manfre G, Lindvall O, Lundberg C, 
Jakobsson J  Visualization and genetic modification of resident brain microglia using lentiviral vectors regulated by microRNA-
9  Nature Communications 4, Article number: 1770. Published 23 April 2013. 

Lindgren N, Francardo V, Quintino L, Lundberg C, Cenci A  A Model of GDNF Gene Therapy in Mice with 6-
Hydroxydopamine Lesions: Time Course of Neurorestorative Effects and ERK1/2 Activation  Journal of Parkinson’s Disease, 
2012; 2: 333-47. 

Wettergren EE, Gussing F, Quintino L, Lundberg C  Novel disease-specific promoters for use in gene therapy for 
Parkinson's disease.  Neurosci Let 2012 Nov 14;530(1):29-34. Epub 2012 Oct 12. 

Tai K, Quintino L, Isaksson C, Gussing F, Lundberg C.  Destabilizing domains mediate reversible transgene expression 
in the brain.  PLoS One. 2012;7(9):e46269. Epub 2012 Sep 28. 

 

 

 
 

 

 
Jose Luis   LANCIEGO     
phone: 34 948194700 x2002   E-mail: jlanciego@unav.es 

 
Gloria GONZALEZ-ASEGUINOLAZA     
phone: 34 948194700 x3005    E-mail: ggasegui@unav.es 

 
 

 

Foundation for Applied Medical Research  
Edificio CIMA, Av. Pio XII 55. 31008  Pamplona, Spain    www.unav.es 

http://www.med.lu.se/expmed/cns_gene_therapy/publications/20130806b
http://www.med.lu.se/expmed/cns_gene_therapy/publications/20130806
http://www.med.lu.se/expmed/cns_gene_therapy/publications/20130806
http://www.med.lu.se/expmed/molecular_neurogenetics/publications/20130424
http://www.med.lu.se/expmed/molecular_neurogenetics/publications/20130424
http://www.med.lu.se/expmed/cns_gene_therapy/publications/20130208
http://www.med.lu.se/expmed/cns_gene_therapy/publications/20130208
http://www.med.lu.se/expmed/cns_gene_therapy/publications/20121108
http://www.med.lu.se/expmed/cns_gene_therapy/publications/20121108
http://www.med.lu.se/expmed/cns_gene_therapy/publications/20121108b
http://www.med.lu.se/expmed/cns_gene_therapy/publications/20121108b
mailto:jlanciego@unav.es
mailto:ggasegui@unav.es
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The team: 
 

 
 

 

 

 

            Jose Luis Lanciego Gloria Glez-Aseguinolaza          Alberto Rico                Daniel Moreno 

                and Jose Diego Pignataro (not shown). 
    

http://www.cima.es/labs/ver/14/neuroanatomia-ganglios-basales/  
http://www.cima.es/labs/ver/49/terapia-genica-hepatitis-virales-lab-302/ 
 

RESEARCH:  Neurodegenerative diseases cause a significant burden on the elderly population in 
Europe. Parkinson’s disease (PD) affects 1.2 million people in Europe and with the increasing life 
expectancy this number will rise, putting more pressure on health care. Treatment of PD is only 
symptomatic, and therefore, there is an urgent need for more efficient therapies. With this goal in mind 
our group is working in four research area: 

 
 The study of basal ganglia circuits underlying the pathophysiology of Parkinson’s disease using 

animal models of this neurodegenerative disease (rodents and primates). 
 Screening of G-protein-coupled receptor (GPCR) heteromers in basal ganglia nuclei. Synthesis 

and 

validation of newly designed drugs targeting GPCR heteromers in the monkey model of PD. 
 Development of central nervous system specific tetracycline inducible AAV vectors.  
 Controlled release of neurotrophic factors (GDNF and relatives) using either AAV-inducible viral 

vectors. 

 
 

Legend to figure: Following the delivery of a GFP-carrying AAV5 into the post-commissural putamen of 
the monkey, both astrocytes (A-C) and striatal MSNs (D) are infected and highly express the reporter. 

 

1) Lanciego JL, Vázquez A. The basal ganglia and thalamus of the long-tailed macaque in stereotaxic coordinates. A template 
atlas based on coronal, sagittal and horizontal brain sections. Brain Struct. Funct, 2012 217(2):613-666. 
 
2) Luquin N, Sierra S, Rico AJ, Gómez-Bautista V, Roda E, Conte-Perales L, Franco R, McCormick P, Labandeira-García JL, 
Lanciego JL. Unmasking adenosine 2A receptors (A2ARs) in monkey basal ganglia output neurons using cholera toxin subunit 
B (CTB). Neurobiol. Dis. 2012 47(3):347-357. 
 

http://www.cima.es/labs/ver/14/neuroanatomia-ganglios-basales/
http://www.cima.es/labs/ver/49/terapia-genica-hepatitis-virales-lab-302/


BrainVectors  Newsletter 1                                                                                                                                                page  8 
 

3) Conte-Perales L, Rico AJ, Barroso-Chinea P, Gómez-Bautista V, Roda E, Luquin N, Sierra S, Lanciego JL. Pallidothalamic-
projecting neurons in Macaca fascicularis co-express GABAergic and glutamatergic markers as seen in control, MPTP-treated 
and dyskinetic monkeys. Brain Struct. Funct. 2011 216(4):371-386.  
 
4) Vanrell L, Di Scala M, Blanco L, Otano I, Gil-Farina I, Baldim V, Paneda A,Berraondo P, Beattie SG, Chtarto A, 
Tenenbaum L, Prieto J, Gonzalez-Aseguinolaza. Development of a Liver-specific Tet-On Inducible System for AAV Vectors 
and Its Application in the Treatment of Liver Cancer. Mol. Ther. 2011 19(7): 1245-1253.  
 
5) Pañeda A, Collantes M, Beattie SG, Otano I, Snapper J, Timmermans E, Guembe L, Petry H, Lanciego JL, Benito A, Prieto 
J, Rodriguez-Pena MS, Peñuelas I, Gonzalez-Aseguinolaza G. Adeno-Associated Virus Liver Transduction Efficiency 
Measured by in Vivo [(18)F]FHBG Positron Emission Tomography Imaging in Rodents and Nonhuman Primates. Hum Gene 
Ther. 2011  22(8):999-1009. 

 

 

 

      

Teresa ALVES     
phone: + 351 21 4469494   mobile:+ 351 925970212  

E-mail: teresa.alves@genibet.com 

 
RESEARCH: GenIbet is a biopharmaceutical CMO (Contract Manufacturing Organization) offering 
highly specialized microbial, cell culture and viral propagation process development and cGMP 
manufacturing services to research groups, biotech and pharma companies.GenIbet’s core activity is the 
manufacture and supply of materials for use in early stage drug development, pre-clinical studies and 
cGMP manufacturing for Phase I and II clinical trials. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

GenIbet Biopharmaceuticals 
Edifício da Unidade Piloto do IBET, Estação Agronómica Nacional, Avenida da 
República 2780-157 Oeiras, Portugal     www.genibet.com.pt 
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Manuel CARRONDO     
phone: + 351 21 4469469   mobile:+ 351 969364238  
E-mail: mjtc@ibet.pt  
 
 
 
 
Paula ALVES    
phone: +351 21 4469360   mobile: + 351  934377106  
E-mail:marques@ibet.pt 
 
 
 
 

RESEARCH:  Our research falls into 2 main areas : complex bio-molecules for diagnostics and 
therapeutics, such as recombinant proteins including MAbs, virus like particle (VLP) vaccines and 
vectors for gene therapy (retro-, lenti-, adeno- and, more recently, AAV) ; development of methodologies 
for pre-clinical research and cell therapy/regenerative medicine, namely in 3-D cell models and stem 
cells. In both areas, our goal is the development of  highly productive bioprocesses and shorter 
development timelines by studying the mechanisms underlying cell growth, cell metabolism and product 
formation to rationally develop and optimize production processes.  
 

The team: 
 

 
 
 
 
 
 

 
 
 
 
 

 
 
 
 

 
http://www.itqb.unl.pt/labs/animal-cell-technology 
 
 

1. Fernandes P, Santiago VM, Rodrigues AF, Tomás H, Kremer EJ, Alves PM, Coroadinha AS. 2013. Impact 
of E1 and Cre on Adenovirus Vector Amplification: Developing MDCK CAV-2-E1 and E1-Cre 
Transcomplementing Cell Lines. PLoS One. 2013;8(4):e60342.   

http://dx.doi.org/10.1371/journal.pone.0060342 

 

 

 

IBET- Instituto de Biologia Experimental e Tecnológica 

Av. da República, EAN   2781-901, Oeiras, Portugal    www.ibet.pt  

mesenchymal stem cells on microcarriers 

http://www.itqb.unl.pt/labs/animal-cell-technology
http://dx.doi.org/10.1371/journal.pone.0060342
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2. Fernandes P, Peixoto C, Santiago VM, Kremer EJ, Coroadinha AS, Alves PM, 2013. Bioprocess 
development for canine adenovirus type 2 vectors. Gene Ther. Apr;20(4):353-
60. http://dx.doi.org/10.1038/gt.2012.52 

3. Rodrigues AF, Amaral AI, Veríssimo V, Alves PM, Coroadinha AS, 2012. Adaptation of retrovirus producer 
cells to serum deprivation: Implications in lipid biosynthesis and vector production. Biotechnol Bioeng, 109 (5): 
1269-79.http://dx.doi.org/10.1002/bit.24410 

4. Vicente T, Fáber R, Alves PM, Carrondo MJ, Mota JP, 2011. Impact of ligand density on the optimization of 
ion-exchange membrane chromatography for viral vector purification. Biotechnol Bioeng, 108(6):1347-
59. http://dx.doi.org/10.1002/bit.23058 

5. Rodrigues AF, Guerreiro MR, Santiago VM, Dalba C, Klatzmann D, Alves PM, Carrondo MJ, 
Coroadinha AS, 2011. Down-regulation of CD81 tetraspanin in human cells producing retroviral-based 
particles: tailoring vector composition. Biotechnol Bioeng, 108(11):2623-33. http://dx.doi.org/10.1002/bit.23231 

 
 

Biopharmaceutical and Novel Therapies Services we provide to Academia and Industry: 

Animal Cell Technology 
• Cell Line Development 
• Bioprocess Development for Recombinant Proteins, mAbs, Vaccines and Viral Vectors for Gene 

Therapy 
• Upstream and Downstream Design & Development 
• In vitro 3D Models for Pre-Clinical Research 
• Stem Cells for Cell Therapy & Drug Discovery 
 
Biopharmaceuticals: Discovery, Production and Characterization 
• Pilot Plant Unit (Bioprocess Development and Production up to gram quantities) - Access to 

GMP production 
• cGMP Analytical Services: Cell Based Assays, Mass Spectrometry; Glycosylation and 

Characterization 
• 3D protein structure determination by X-ray crystallography and/or NMR 
• Molecular modeling applied to protein structure and enzyme kinetics 
• NMR spectroscopy for drug screening and hit optimization 
• New targets and more efficient combinatorial therapies 
 
Drug Delivery 
• Nano/Micro Encapsulation & Impregnation 
• Release kinetics 
• Formulation 
 
Biochemical Engineering Tools 
• Novel Tools for Extraction and Process Monitoring 
Modeling of Downstream Processing: in Particular Porous Systems 
• Systems Biology for Cell Culture and Process Development 
• Synthetic Biology Applied to Bioseparation Processes 

 

http://dx.doi.org/10.1038/gt.2012.52
http://dx.doi.org/10.1002/bit.24410
http://dx.doi.org/10.1002/bit.23058
http://dx.doi.org/10.1002/bit.23231
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Miguel CHILLON     
phone: +34935814199  E-mail: miguel.chillon@uab.es 

 
 

Assumpció BOSCH       
phone:  +34935814203    mobile: +34639356200   

E-mail: assumpcio.bosch@uab.es 

 
 

RESEARCH: The research activity of A Bosch’s group is focused on the development of gene therapy 
strategies for diseases affecting the nervous system, both central (lysosomal storage diseases) and 
peripheral (pain, genetic and acquired neuropathies) and on the elucidation of the molecular mechanisms 
implicated in the development of these pathologies combining the use of animal models, tissue cell 
culture and gene therapy viral vectors. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
The team: 

 
 

Insert here 

your picture  

 
2nd PI 

 

Universitat Autònoma de Barcelona, CBATEG  

Edifici H, Campus UAB, 08193 Cerdanyola, Spain    http://www.uab.es 
 

Figure 1: Primary cultures of cortical mouse neurons 
are used to characterize the molecular pathology of 
neurodegenerative diseases like 
Mucoplysaccharidosis type VII. 

 

 

Figure 2: AAV transduction in 
DRG organotypic cultures target 
only sensory neurons. Different 
subpopulations of sensory 
neurons can be targeted with 
different serotypes of AAV 
vectors. 
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The team: 
 
 

 

 

 

 

 

 

 

 

 

 

 
 
http://bioquimica.uab.es/paginas_cat/recerca_grups.php?idarea=6&nomarea=TERAPIA%20G%C8NICA%20I%20M
ODELS%20D%27ANIMALS%20TRANSG%C8NICS 

 

 

M Miralles, MM Segura, M Puig, A. Bosch, M Chillon.  Efficient amplification of chimeric adenovirus 5/40s vectors carrying 
the short fiber protein of ad40 in suspension cell cultures. PloS One 2012;7(7): e42073; PMID:22860056 

J. Homs, L. Ariza, G Pagès, E. Verdú, L Casals, E. Udina, M. Chillón, A. Bosch*, X. Navarro (*corresponding author). 
Comparative study of peripheral neuropathy and nerve regeneration in nod and icr diabetic mice. Journal of Peripheral 
Nervous System (2011) 16: 213-227 

R. Alba, P. Ostapchuk, A. Bosch, P. Hearing, and M. Chillón. Impairment of packaging and capsid maturation underlying the 
delayed viral life cycle of a novel attb-helper adenovirus. PloS One 2011; 6(5): e19564; PMID 21611162 

J. Homs, L. Ariza, G. Pagès, E. Udina, X. Navarro, M. Chillón, A. Bosch. Schwann cell targeting via intrasciatic injection of 
aav8 as gene therapy strategy for peripheral nerve regeneration. Gene Therapy (2011) 18(6): 622-30 

R Alba, P Hearing, A Bosch & M Chillon (2007). Differential amplification of adenovirus vectors by flanking the packaging 
signal with attB/attP-ΦC31 sequences: Implications for helper-dependent adenovirus production. Virology 367: 51-58. 

 

 

 

 

 

 

 
Isabella SAGGIO 

phone: 390649912870    E-mail: isabella.saggio@uniroma1.it 

 
 

RESEARCH: We develop two research lines, one centered on a) viral gene therapy vectors and one b) 
studying “telomeraging” biology.   

 

University of Rome La Sapienza -  Dept Biology and Biotechnology.  
Piazzale A. Moro 5   00185 RomeItaly   www.unirm.it 

 

 

http://bioquimica.uab.es/paginas_cat/recerca_grups.php?idarea=6&nomarea=TERAPIA%20G%25C8NICA%20I%20MODELS%20D%2527ANIMALS%20TRANSG%25C8NICS
http://bioquimica.uab.es/paginas_cat/recerca_grups.php?idarea=6&nomarea=TERAPIA%20G%25C8NICA%20I%20MODELS%20D%2527ANIMALS%20TRANSG%25C8NICS
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a) We analyze by single gene, single pathway and high throughput analysis the modulation events 
induced by different viruses, including AAV, lentivirus, adenovirus. We also use viral vectors 
to model human diseases which help designing therapeutic strategies and contribute to the 
understanding of disease mechanisms.  

b) We study mammalian genes implicated in genome/telomere metabolism. We are specifically 
interested in ageing mechanisms at the molecular, cellular and organismal levels. 

 

 

 

 

                                                                                                             

 

 

 

 

 

 

 

 

 
1. Piersanti S, Astrologo L, Licursi V, CostaR, Roncaglia E, Gennetier A, Ibanes S, Chillon M, Negri R, Tagliafico, 

Kremer EJ, Saggio I. (2013) Differentiated neuroprogenitor cells incubated with human or canine adenovirus, or 
lentiviral vectors have distinct transcriptome profiles. Plos One 26 (8) e69808. 
 

2. Piersanti S, Tagliafico E, Saggio I. (2013) DNA microarray to analyze Adenovirus-host interactions. Methods in 
Molecular Biology Humana Press. In press. 
 

3. Cherubini G, Naim V, Caruso P, Burla R, Bogliolo M, et al. (2011) The FANC pathway is activated by adenovirus 
infection and promotes viral replication-dependent recombination. Nucleic Acids Research 39: 5459-5473. 
 

4. Caruso P, Burla R, Piersanti S, Cherubini G, Remoli C, et al. (2009) Prion expression is activated by Adenovirus 5 
infection and affects the adenoviral cycle in human cells. Virology 385: 343-350. 

 
5. Sacchetti B, Funari A, Michienzi S, Di Cesare S, Piersanti S, et al. (2007) Self-renewing osteoprogenitors in bone 

marrow sinusoids can organize a hematopoietic microenvironment. Cell 131: 324-336. 
 

 

 

 

 

 

 

The team: 

www.saggiolab.co
m 
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Hüseyin FIRAT 
Phone: +(33) 389 911 320 
E-mail: hueseyin.firat@firalis.com 
www.firalis.com 
 

FIRALIS is a life sciences company developing innovative biomarkers (BM) for 
clinical use, with a specific focus on the inflammatory, auto-immune and cardiovascular fields. FIRALIS’ 
mission is to create value via BM science, through discovery and translational development of BMs & 
BM-based diagnostic tools toward the bedside.  

FIRALIS offers a wide spectrum of biomarker services from discovery to the clinical qualification; also 
research-use-only kits are developed and serve as a starting point to validate clinical utility as in vitro 
diagnostic devices. The worldwide leadership of FIRALIS as a respected expert in the biomarker field is 
proven by several major EU funds granted since its creation in 2008 such as the consortia SAFE-T, 
MitoCare, Imagint, Fibrotarget,… 

Firalis clinical biomarker qualification platform 
The qualification of biomarkers requires close cross-talks between numerous fields of expertise. To 
achieve this, Firalis has created a network of clinical centers of excellences around its technical platform. 
The laboratory comprises an ISO 17025 accredited bioanalytical platform, a biobank of extensively 
annotated samples, and a statistic and data management group. The various groups are organized around a 
state-of-the-art infrastructure including a laboratory information management system (LIMS) and a 
biomarker oriented clinical database. This organization promotes a strong synergy across disciplines to 
accelerate the translation of candidate biomarkers toward qualification in key contexts of use. 

 

 
 

Firalis team operates in a high quality environment for each of its activities: 

 ISO 17025: for testing and calibration laboratories 

 ISO 9001: Quality Management Systems 

 ISO13485: Assay development activities 

 NFS96-900F: Quality of biological resource centers (BRCs) 

 
 

FIRALIS  
35 Rue du Fort, 68330 Huningue, France 

mailto:hueseyin.firat@firalis.com
http://www.firalis.com/
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Relevant publications : 
 

 Altar et al., Rationale and design of the 'MITOCARE' Study: a phase II, multicenter, randomized, 
double-blind, placebo-controlled study to assess the safety and efficacy of TRO40303 for the 
reduction of reperfusion injury in patients undergoing percutaneous coronary intervention for 
acute myocardial infarction.Cardiology 2012;123:201–207 

 Matheis et al., A generic operational strategy to qualify translational safety biomarkers. Drug 
Discov Today. 2011 Jul;16(13-14):600-8 

 Vidal I, Blanchard N, Alexandre E, Gandillet A, Chenard-Neu MP, Staedtler F, Schumacher M, 
Bachellier P, Jaeck D, Firat H, Heyd B, Richert L. Improved xenogenic hepatocyte implantation 
into nude mouse liver parenchyma with acute liver failure when followed by repeated anti-Fas 
antibody (Jo2) treatment.  Cell Transplant. 2008;17(5):507-24. 

 Hartmann et al., Gene expression profiling of skin and draining lymph nodes of rats affected with 
cutaneous contact hypersensitivity. Inflamm Res. 2006; 55(8), 322-34Ginhoux F, Turbant S, 
Gross DA, Poupiot J, Marais T, Lone Y, Lemonnier FA, Firat H, Perez N, Danos O, Davoust J. 
HLA-A*0201-restricted cytolytic responses to the rtTA transactivator dominant and cryptic 
épitopes compromise transgene expression induced by the tetracycline on system. Mol Ther. 2004 
Aug 10(2):279-89.  

 
 

 

 

 

The team: 
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Profiles of the recruited researchers  

 
 
 

BREGER Ludivine 

Lund University, Lund, Sweden 

Nationality: French 

Age:  29 

Date of recrutement: 01 May 2013 

ludivine.breger@med.lu.se 

 

 

Flash CV  

 

Post-doctorate researcher (since 2013):  

Wallenberg Neuroscience Centre, Department of Experimental 

Medical Science, Lund, Sweden.  

 

Ph.D. (2010 - 2013): School of Pharmacy and Pharmaceutical Sciences, Cardiff, UK.  

Thesis title: Parameters impacting the outcome of cell replacement therapy for Parkinson’s 
disease: a preclinical study.  

 

M.Sc. (2009): specializing in Tissue, Cell & Gene Biotherapies, University of Evry , France.  

 

B.Sc. (2007): specializing in Biology, University of Evry, France.  

 

 

My past research   

 

My academic career has been driven by a strong interest in neurodegenerative diseases and 

translational research. Following a Bachelor’s degree in Biology and Physiology, I completed a Master’s 

degree specializing in Cell and Gene Biotherapies. Being fascinated by the potential of cell therapy, I 

chose to perform the main part of my practical training in the Institute for Stem cell Therapy and 

Exploration of Monogenic diseases (I-STEM). In parallel, I began to engage in scientific communication 

for the public. I was awarded a Ph.D. scholarship from Cardiff School of Pharmacy and Pharmaceutical 

Sciences to work on cell therapy for Parkinson’s disease. My project focused on reducing the risk of 

adverse effects following cell transplantation. This work generated important data that I presented at 

international conferences and led to the publication of a review and two scientific articles in well-
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respected, peer-reviewed journals (with a third one in preparation). Along with my passion for research, 

teaching is also a serious interest of mine, for which I received the Higher Education Academy 

recognition as an associate fellow. My Ph.D. studies also gave me the opportunity to further develop my 

communication skills, regularly engaging with patients’ groups to inform and educate them about latest 

technologies and scientific breakthroughs. 

 

My research in BrainVectors   

 

Having developed a strong interested in Parkinson’s disease during my Ph.D., I whished to carry 

on working in this field but sought to further develop my technical skill by studying molecular biology. I 

therefore, joined Prof Cecilia Lundberg’s team a year ago to work on the BrainVectors project. My project 

is to generate a bidirectional Tet-On regulated glia derived neurotrophic factor (GDNF) lentiviral vectors, 

as well as appropriate controls (namely luciferase and green fluorescent protein) and test their 

expression in vitro. The bidirectional Tet-On regulated GDNF cassette was designed based on the 

construct chosen our collaborators in Lausanne, Switzerland. Expression and inducibility of the vectors 

will be tested in cell culture before being sent to collaborators for in vivo assessment. The second main 

goal is to produce lentiviral vectors for cell-specific expression using a 2-vectors inducible system. To 

that purpose, co-transfection of 2 vectors will be used: 1) rtTAV16 construct under control of a cell 

specific promoter, 2) GFP transgene controlled by the tetracycline responsive element.  

 

My career objectives  

Research and teaching constitute my main professional interests. Consequently, my long-term 

goal is to obtain a lectureship in one of the European leading research centre for neuroscience and 

become a world-expert researcher in neurodegenerative diseases. Although I am at an early stage of my 

career, my ambitious and pro-active nature has allowed me to build the strong foundation of an 

international scientific career, along with valuable teaching experience. After completion of the 

BrainVectors project, I will apply for an international Marie Sklodowska Curie outgoing fellowship. If 

successful, this would be a major step in the pathway to independence an it would allow me to expend 

my professional network outside of Europe.   
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HUMBERT-CLAUDE Marie 

CHUV, Lausanne 

Nationality: French 

Age: 35 

Date of recruitment: 01 July 2013 

marie.humbert-claude@chuv.ch 
  

 
 

Flash CV  
- Experience  
July 2013 – Sep 2015: Post-Doctoral position in Gene Therapy (2 years)  
Laboratory of Gene therapy for Parkinson’s disease, CHUV, Lausanne, Switzerland.  
July 2011 – Sept 2012: Post-Doctoral position in Neurobiology (1 year and 3 month)  
Laboratory of Neurobiology,CNRS UMR 7637, ESPCI ParisTech Paris, France.  
Nov 2009 – Dec. 2010: Hospital Pharmacist, (1 year), Vevey, Switzerland.  
2003-2004 – 2005-2008: Pharmacist Internist, (4 years, in parallel of the PhD) Paris, France. 

- Experimental skills  
- Pharmacology: Bindings and activity measurements on G-protein-coupled-receptor (GPCR).  
- Cell biology: Cell culture, primary neuronal cultures, transfections, videomicroscopy.  
- Vectorology: AAV production, validation, injection (P2-safety).  
- Animal tests: Stereotaxic experiments: Rat models of Parkinson’s disease and Behavioural tests. 

- Imaging skills: Magnetic Resonance Imaging (MRI) on rat brain: Anatomic and DTI. 

- Education  
 Life Science Education  

2005 – 2010 PhD in Neuropharmacology (INSERM U894, Paris, France).  
2004 – 2005 Master 2 of Pre-Clinical and Clinical Pharmacology (Paris, France).  
2003 Master 1 of Science in Biological and Medical Sciences (Toulouse, France).  

 Pharmaceutical Education  
2009 Hospital Pharmacist Degree, Hospitals in Paris, France.  
2003 - 2008 Pharmacist Internist, Hospitals in Paris, France.  

1997 – 2003 Pharmaceutical studies, Paul Sabatier University (U.P.S.) Toulouse, France. 

 
My past research   
 

I did my PhD in the Psychiatry and Neurosciences Center, INSERM, Paris, in the Laboratory of 
Neurobiology and Molecular Pharmacology directed by Dr Jean-Michel Arrang. I investigated new target 
in order to developed new drug candidate in neuropsychiatry. Notably, I showed that the activation of the 
dopaminergic D2R and histaminergic H3R receptors in the brain is additive (Biochem. Pharmacol., 2007). 
The second focal point of my studies leads me to clozapine, an atypical antipsychotic, and its effects on 
the histaminergic system. I used radioligands binding on ex vivo brain tissues and second messenger 
assay on cell culture. This work demonstrated that clozapine interacts with the four histamine receptors 
at clinically relevant concentrations. It may explain the atypical antipsychotic profile of clozapine, as well 
as its side effects (Psychopharmacology, 2012). Finally, I investigated the role of the histamine H3 
receptor as a potential target in the treatment of Parkinson’s disease. I explored the effects of ciproxifan, 
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a H3 ligand, on a model of Parkinson’s disease: I did stereotaxic injections of 6-OHDA into rat brain and 
evaluated akinesia on behavioural tests. We observed a partial improvement of the initiation of 
movement in two different tests (stepping test and limb-use asymmetry test) (article submitted in 
Neuroscience). 

 In parallel of my PhD, my hospital pharmacist position allowed me to work in hospitals and in a 
close relationship with clinicians, which provides me a strong knowledge about diseases, drugs and 
patient’s care. 

Then, I did my post-doctoral position, in the Laboratory of Neurobiology of ESPCI, CNRS, Paris, 
in the Zsolt Lenkei`s team. I worked on the relationship between the cannabinoïd receptor type-1 (CB1R) 
and the neuronal plasticity. In collaboration with physicists, I studied the impact of CB1R activation on 
neuronal connectivity using Magnetic Resonance Imaging (MRI) on rat brain (Poster for 26th Congress 
of ECNP). I also contributed to the assessment of the effect of CB1R agonists on the development of the 
axons, by perfoming videomicroscopy on primary neuronal cultures from rat hippocampus (Article 
submitted to ELife).  

 

My research in BrainVectors  

Today, I am working for BrainProject, a European project involving 11 European partners, aimed at 
assessing the efficacy and safety a new treatment for Parkinson’s disease. This work is performed in the 
team “gene transfer for Parkinson’s disease”, Centre Hospitalier Universitaire Vaudois, Lausanne. 
During the first year, I dedicated my work to the production of AAV-derived viral vectors that deliver 
hGDNF in response to low doses of doxycyline and with an undetectable background in absence of 
doxycyline. This work included the genetic construct, production, purification, dosage and functional 
validation of the vector. In a close collaboration with Genibet (Portugal), we are making viral vectors that 
present high criterion of purity. Moreover, in order to avoid any risk of potential immune response, a 
second transactivator “V16im” has been provided by the Univers:ity of Amsterdam.  

I participate to the production and validation of these new generation of vector s: AAV1/2-V16im-
hGDNF, compared to a control vector, the AAV1/2-V16im-GFP. The next step is to assess the immune 
profile of these vectors in humanized mice . 
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JUNYENT Felix 
IGMM-CNRS, Montpellier 

Nationality: Spanish 

Date of recruitment: November 2013 

Age: 33 

felix.junyent@igmm.cnrs.fr 
 

 

 

Flash CV  

2004- Graduate in Biology, University of Barcelona, Spain  

2008- PhD in Biomedicine, University of Barcelona, Spain 

2008-2013- Postdoctoral position in CIBERNED, Barcelona, Spain 

2009-2013- Associate lecturer, Department of Biochemistry, Faculty of Medicine, Universitat 
Rovira i Virgili 

 

42 peer-reviewed papers in international journals in neuroscience field and 9 book chapters  

 

 

My past research   

 

During my PhD I was involved in the study of taurine in the brain. Specifically, I studied the 
neuroprotective role of taurine in an experimental model of epilepsy based on kainic acid 
injections. After my PhD I did a postdoc during five years where I was studying different 
pathways involved in neuronal apoptosis. Mainly, my research project during that period was to 
determine the specific role of the three different c-jun N-terminal kinases (JNK) in 
neurodegeneration, using the different knock-outs for these isoforms. 

 

My research in BrainVectors 

 

Since I started in the host institution I’ve been involved in the production of CAV-2 virus 
expressing eGFP, luciferase or GDNF under the control of Doxycycline. 

The pAC1-V16-rTA-eGFP, pAC1-V16-rTA-luciferase, pAC1-V16-rTA-GDNF construtcs have 
been cloned in pTCAV12a vector and after we generated the pCAV with the constructs by 
homologous recombination. 

After, the virus CAV-rTA-eGFP, CAV-rTA-luciferase and CAV-rTA-GDNF have been 
produced in DKZeo cells. 

Now, I’m involved in testing the virus that we have produced in the lab in vitro and in vivo. We 
will test the virus in 293T cells without and with doxycycline at different concentrations. We will 
also infect primary neuronal cultures. 

 

mailto:felix.junyent@igmm.cnrs.fr
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Moreover, the virus produced will be injected in the mice brains at different regions and different 
concentrations of doxycycline will be test to determine the inducibility of gene expression 

 

My career objectives  

While having a strong background in neuroscience and in neurodegenerative diseases, the 
research and technical skills that I’m acquiring in BrainVectors project will allow me to further 
diversify and extended my knowledge, mainly in gene therapy tools that can be useful for the 
treatment of neurodegenerative diseases. That will allow me to broaden my views and give me the 
opportunity to consider the applicability of the techniques that I’m using to develop new 
therapeutic strategies for neurodegenerative diseases (gene therapy).  

Together will help me to reach a level of maturity on research that will help me to follow my 
career and have more success to become an independent researcher. 

 
 

 
 
 


