January

NeuroPrion NewslLetter 2005

Editorial

Our network has started its second year of cooperation and we are very pleased to send
you this first edition of our NewsL etter, concluding also the initial phase of our project,
which could be subtitled NeuroPrion-start from scratch.

Dear Partners, Researchers and Supporters of NeuroPrion,

Within this first year NeuroPrion has successfully organised an important international
conference on prion diseases in Europe, laid down the foundation of our Network and
defined our research priorities. In the light of our initial experiences, we will strive to
improve the network in this coming year.

The launching of the new NeuroPrion website will facilitate our communication
between scientific and non-scientific audiences to achieve a level of expertise beyond
that which already exists. By the gathering and spreading of available knowledge in the
prion field we hope to be able to overcome any upcoming crises, such as BSE
transmitted to small ruminants or BSE in Canada, and to avoid future ones related to
prions.

Furthermore, the long-term goal of NeuroPrion is to become a global network and as
such, to include other European and Non-European researchers in order to share
knowledge in the most fruitful way.

On behalf of the management team as well as the editorial team we wish you a joyful

and very successful 2005.
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NeuroPrion Website: Co-operation & Communication

Our website: http://www.neuroprion.com/ will be available soon. As it will have
different tasks to fulfil and will be aimed at different audiences, it will contain three
major parts: a public website, an internal one and one concerning administrative
obligations.

Communicating to the Public:

For the public NeuroPrion website, we have accepted the proposal of ResearChannel,
a company which has expertise in creating communication websites, dealing
especially with European affairs to remodel completely the site. Unfortunately, there
has been some delays in drawing up the contract between NeuroPrion and
ResearChannel due to the fact that we are still waiting for the permission of the
European Commission, in order for the costs to be declared eligible. In the meantime,
we are starting to accumulate content for the website. In order to do this as efficiently
and quickly as possible, we will require some input from all of you such as official
logos, full addresses, names of the scientists involved in NeuroPrion in your
institution, publication lists, etc... You will be contacted if we need further
information.

Internal Communication & Co-operation:

Concerning the private area, we are using a platform called eDoc, which was
developed by the CEA. At present, we are in the final stages of the preparation of the
private area. It should be ready to operate in January 2005. This area will be open to
NeuroPrion members only and will require a login and a password, which you will
receive sometime in January. To benefit of the full potential of this new tool, we will
offer short training courses.

http://www.neuroprion.com/

The main purpose of this area, will be for the storing and exchange of documents. In
addition it will serve other functions such as :

- A private workspace

- An electronic voting module

- An events calendar

- A news area for NeuroPrion members

- A prion library, where you can upload or download the latest scientific
articles and search for literature (pdf-format)

- An address book allowing for the creation of lists
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Prion2005 in Dusseldorf

After the great success of Prion 2004 in Paris, which was NeuroPrion’s 1st
international conference including the official launching day of our Network, we are
already organising our next event:

Prion 2005: Between fundamentals and society’s needs

It will be located in Dusseldorf, Germany and organised in cooperation with the
German TSE-research platform, which had their 1st international conference in 2003
in Munich. They will present themselves briefly later in this issue.

Prion 2005 will be held from October 19th to 21st. The venue of the conference is the
Congress Center Dusseldorf CCD, which is located in the trade fare area in the North
of Dusseldorf, just outside the town center (20 min by public transport)

Further information you will find on our website including already confirmed
speakers and online-reaqistration:

- http://www.prion2005.com/

Calls, Scholarships and fellowships

New FP6 calls
- http://fp6.cordis.lu/fp6/calls.cfm

STREP Calls for 2005
Food Priority 5 Food-2004-T5.4.5.3
Deadline 8th of February, 2005 17.00h

Investigating the fundamentals of TSE enabling the rational development of detection and control
strategies

The aim will be to focus on the molecular biology and comparative structural characteristics of
common TSE strains as well as novel scrapie and BSE strains, in order to establish what defines a
‘strain” and what causes the ‘species barrier effect’.

Marie Curie Actions 2005

The application for individual driven actions of the Marie Curie Training for 2005 is open. Please find
the several deadlines below. For further details and details on host-driven actions and prizes contact
the Marie Curie website:

http://www.cordis.lu/fp6/mobility.htm
http://europa.eu.int/comm/research/fp6/mariecurie-actions/indexhtm en.html:



http://www.prion2005.com/
http://fp6.cordis.lu/fp6/calls.cfm
http://www.cordis.lu/fp6/mobility.htm
http://europa.eu.int/comm/research/fp6/mariecurie-actions/indexhtm_en.html
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FSEforum—-

The German TSE Research Platform — a Brief Portrait

The TSE Research Platform is an association of basically all German TSE researchers;
currently, there are more than 250 members, who work on well over 70 prion-related
research projects — some of them in the framework of NeuroPrion.

The association was founded in 2001 on initiative of the Federal Ministry of Education
and Research. According to its statutes, the Platform was set up for a period of 5 years,
from July 1%t 2001 to June 30" 2006; it is science-driven; i.e. it is independent and
autonomous in its activities. A key objective of the Platform is to coordinate the activities
of German TSE researchers, to promote networking among them, and to facilitate the
exchange of their research results. To this end, the Platform regularly organises national
and international meetings and conferences. For example, the response to the “Prion
Diseases” conference in Munich 2003 by the scientific community was impressive: about
700 participants from 26 countries attended.

The activities of sample archives are one of the Platform’s prime concerns. All promising
research projects are provided with the required prion-containing samples of human and
animal origin. The provision of material requires a formal sample request, addressed to the
internal scientific advisory board. The request is evaluated in a transparent way according
to established scientific criteria. Thus, for the very first time, researchers can turn to a
central facility to obtain samples. For example, samples are also available to groups
involved in NeuroPrion. Likewise, German researchers can be supplied with relevant
samples from the UK by a mutual arrangement between the German TSE Research
Platform and the British TSE Archive.

http://www.neuroprion.com/

Finally, the Platform plays an important role as the interface between science and the
public: The Platform informs the public on potential risks associated with BSE, CJD and
other prion-induced diseases, for example via its website www.tse-forum.de. It was
through the Platform that reputable experts could respond to numerous inquiries from
citizens, politicians, stakeholders, communities and companies. Thus, the Platform aids in
alleviating anxieties within the public, as inquiries are responded to quickly and
competently. By promoting the rational discourse on prion-induced diseases, the Platform
also counteracts the hype often surrounding BSE and CJD.

At present, the Platform and NeuroPrion are organising their first joint international
conference (see also article “Prion 2005”).

For more information, please contact: German TSE Research Platform
c/o Centre of Neuropathology and Prion Research
Feodor-Lynen-Str. 23
D-81377 Munchen, Germany
Tel.: ++49-89-2180-78020
Fax: ++49-89-2180-78037
www.tse-forum.de
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Scientific Events

Prion 2005 — Dusseldorf: October 19 - 21, 2005
Prion 2005: Between fundamentals and society’s needs

Organizers: German TSE-Platform & NeuroPrion
NeuroPrion Meeting on the October 18, 2005

Satellite-Meetings of different themes or subprojects are possible, please let us know your requirements
as soon as possible and we will inform you about the conditions

- http://www.prion2005.com/

Transmissible Spongiform Encephalopathies: February 14 -15, 2005
9™ annual conference of the Cambridge Healthtech Institute

Venue: Ritz Carlton Corner; Mc Lean, Virginia
—> http://www.healthtech.com/2005/tse/index.asp

The New Prion Biology: 7 - 9 April 2005

Basic Science, Diagnosis and Therapy:

Il International Symposium, Venezia — Italy

Organizers: Adriano M. Aguzzi and and M. Catia Sorgato
- http://www.istitutoveneto.it/prion_05/index.htm

BSE in Small Ruminants

BSE in Goat possibly detected in France October 28, 2004

Within an EU wide surveillance programme designed to detect suspicious TSE strains in
small ruminants a healthy goat slaughtered in 2002 in France was detected positive differing
from the normal scrapie strains. Further investigations of this case including mouse
bioassays enforced the announcement of the suspicion while the investigations will be
finalised and validated by the Community Reference Laboratory (CRL) for TSEs based in
Weybridge, England.

NeuroPrion will assist Europe to spread the necessary information as soon as they are
available and allow an effective communication between the different experts. We will be
able to demonstrate the effectiveness of our network to handle and avoid future crises, if
prion research is supported properly

One of our first activities is the upcoming meeting of the NeuroPrion task force: Ruminant
Strains (cf. Inside NeuroPrion).

For reference see EC notes: (please enter the code as reference)

IP/04/1324  Commission submits French Research Findings on TSE in a goat to Expert Panel

MEMO/04  Questions and Answers on TSE in goats

http://www.neuroprion.com/
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Inside NeuroPrion: Subgroup Meetings/Activities

Animal Strain Typing 20.01.2005 in Paris Jouy
WP 2.1: Prevention Sub-Project: Strains Task: Ruminant Strains
Thematic Leader: Thierry Baron t.baron@lyon.afssa.fr

Task Leader: Umberto Agrimi agrimi@iss.it

Animal models for the strain typing of TSEs in small ruminants. The goal will
be to summarise and compare all the availlable models and to discuss on best
practises.

NeuroPrion Research Platform, Fontenay-aux-roses (Paris)

Finally, the moving into the new building dedicated to prion research is
almost completed. This unique opportunity will enhance the cooperation of
prion researchers worldwide. A total area of almost 6800 m2 includes office
and laboratory space for foreign researchers as well as for start-up companies.
It will offer the unique possibility to welcome short and long-term visitors
and to organize under-graduate and graduate training courses including
practical work.

The full functioning of this research platform will be another milestone in the
progress of our project.

http://www.neuroprion.com/

Recently published by the partners

Techniques in Prion Research

Series: Methods and Tools in Biosciences and Medicine,
Lehmann, Sylvain; Grassi, Jacques (Eds.)

ISBN: 3-7643-2415-5 A Birkhauser book http://www.springeronline.com/

Features:

Purification of PrPC and PrPSc / Animal Models of TSEs

Cell Culture Models of TSEs / PrPSc Immunohistochemistry

Western Immunoblotting Techniques / Antibody Production and ELISA
TSE Strain Typing in Mice / Biosafety and Decontamination Procedures
Cell-free Conversion of Prion Proteins / Cytotoxicity of PrP Peptides
Cyclic Amplification of Prion Protein Misfolding

--> Read more
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Scientific articles:

Acin C, Martin-Burriel I, Monleon E, Rodellar C, Badiola JJ, Zaragoza P. PrP polymorphisms in Spanish sheep affected with
natural scrapie. Vet Rec. 2004 Sep 18;155(12):370-2..

Bailey CH, Kandel ER, Si K. The persistence of long-term memory: a molecular approach to self-sustaining changes in
learning-induced synaptic growth. Neuron. 2004 Sep 30;44(1):49-57. Review.

Bate C, Williams A. Detoxified lipopolysaccharide reduces microglial cell killing of prion-infected neurons. Neuroreport. 2004
Dec 22;15(18):2765-8.

Bate C, Williams A. Role of glycosylphosphatidylinositols in the activation of phospholipase A2 and the neurotoxicity of
prions. J Gen Virol. 2004 Dec;85(Pt 12):3797-804.

Bennion BJ, DeMarco ML, Daggett V. Preventing misfolding of the prion protein by trimethylamine N-oxide. Biochemistry.
2004 Oct 19;43(41):12955-63.

Biverstahl H, Andersson A, Graslund A, Maler L. NMR solution structure and membrane interaction of the N-terminal
sequence (1-30) of the bovine prion protein. Biochemistry. 2004 Nov 30;43(47):14940-7.

Bonomo RP, Cucinotta V, Giuffrida A, Impellizzeri G, Magri A, Pappalardo G, Rizzarelli E, Santoro AM, Tabbi G, Vagliasindi
LI. A re-investigation of copper coordination in the octa-repeats region of the prion protein. Dalton Trans. 2005 Jan
7;(1):150-8. Epub 2004 Nov 26.

Booth S, Bowman C, Baumgartner R, Sorensen G, Robertson C, Coulthart M, Phillipson C, Somorjai RL. Identification of
central nervous system genes involved in the host response to the scrapie agent during preclinical and clinical infection. J
Gen Virol. 2004 Nov;85(Pt 11):3459-71.

Boshuizen RS, Langeveld JP, Salmona M, Williams A, Meloen RH, Langedijk JP. An in vitro screening assay based on
synthetic prion protein peptides for identification of fibril-interfering compounds. Anal Biochem. 2004 Oct 15;333(2):372-80.

Brown AR, Webb J, Rebus S, Williams A, Fazakerley JK. Identification of up-regulated genes by array analysis in scrapie-
infected mouse brains. Neuropathol Appl Neurobiol. 2004 Oct;30(5):555-67.

Browning SR, Mason GL, Seward T, Green M, Eliason GA, Mathiason C, Miller MW, Williams ES, Hoover E, Telling GC.
Transmission of prions from mule deer and elk with chronic wasting disease to transgenic mice expressing cervid PrP. J
Virol. 2004 Dec;78(23):13345-50.

Cardinale A, Filesi |, Vetrugno V, Pocchiari M, Sy MS, Biocca S. Trapping Prion Protein in the Endoplasmic Reticulum
Impairs PrPC Maturation and Prevents PrPSc Accumulation. J Biol Chem. 2005 Jan 7;280(1):685-94. Epub 2004 Oct 28.

Chretien F, Le Pavec G, Vallat-Decouvelaere AV, Delisle MB, Uro-Coste E, Ironside JW, Gambetti P, Parchi P, Creminon C,
Dormont D, Mikol J, Gray F, Gras G. Expression of excitatory amino acid transporter-1 (EAAT-1) in brain macrophages and
microglia of patients with prion diseases. J Neuropathol Exp Neurol. 2004 Oct;63(10):1058-71.

[lwww.neuroprion.com/

http

Crozet C, Lin YL, Mettling C, Mourton-Gilles C, Corbeau P, Lehmann S, Perrier V. Inhibition of PrPSc formation by lentiviral
gene transfer of PrP containing dominant negative mutations. J Cell Sci. 2004 Nov 1;117(Pt 23):5591-7. Epub 2004 Oct 19.

Cuccioloni M, Amici M, Eleuteri AM, Biagetti M, Barocci S, Angeletti M. Binding of recombinant PrP(c) to human
plasminogen: Kinetic and thermodynamic study using a resonant mirror biosensor. Proteins. 2004 Dec 17; [Epub ahead of
print]

Dauvilliers Y, Cervena K, Carlander B, Espa F, Bassetti C, Claustrat B, Laplanche JL, Billiard M, Touchon J. Dissociation in
circadian rhythms in a pseudohypersomnia form of fatal familial insomnia. Neurology. 2004 Dec 28;63(12):2416-8.

De Bosschere H, Roels S, Benestad SL, Vanopdenbosch E. Scrapie case similar to Nor98 diagnosed in Belgium via active
surveillance. Vet Rec. 2004 Nov 27;155(22):707-8. No abstract available.

Dima RI, Thirumalai D. Probing the instabilities in the dynamics of helical fragments from mouse PrPC. Proc Natl Acad Sci
U S A. 2004 Oct 26;101(43):15335-40. Epub 2004 Oct 19.

Drisaldi B, Coomaraswamy J, Mastrangelo P, Strome B, Yang J, Watts JC, Chishti MA, Marvi M, Windl O, Ahrens R, Major
F, Sy MS, Kretzschmar H, Fraser PE, Mount HT, Westaway D. Genetic Mapping of Activity Determinants within Cellular
Prion Proteins: N-Terminal modules in prpc offset pro-apoptotic activity of the doppel helix b/b' region. J Biol Chem. 2004
Dec 31;279(53):55443-54.

Fevrier B, Vilette D, Laude H, Raposo G. Exosomes: a bubble ride for prions? Traffic. 2005 Jan;6(1):10-7.

Feraudet C, Morel N, Simon S, Volland H, Frobert YF, Creminon C, Vilette D, Lehmann S, Grassi J. Screening of 145 anti-
PrP monoclonal antibodies for their capacity to inhibit PrPSc replication in infected cells. J Biol Chem. 2004 Dec 23; [Epub
ahead of print]

Fioriti L, Quaglio E, Massignan T, Colombo L, Stewart RS, Salmona M, Harris DA, Forloni G, Chiesa R. The neurotoxicity of
prion protein (PrP) peptide 106-126 is independent of the expression level of PrP and is not mediated by abnormal PrP
species. Mol Cell Neurosci. 2005 Jan;28(1):165-76.

Frosh A, Smith LC, Jackson CJ, Linehan JM, Brandner S, Wadsworth JD, Collinge J. Analysis of 2000 consecutive UK
tonsillectomy specimens for disease-related prion protein. Lancet. 2004 Oct 2;364(9441):1260-2.
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Gavier-Widen D, Noremark M, Benestad S, Simmons M, Renstrom L, Bratberg B, Elvander M, af Segerstad CH.
Recognition of the Nor98 variant of scrapie in the Swedish sheep population. J Vet Diagn Invest. 2004 Nov;16(6):562-7.

Georgieva D, Rypniewski W, Echner H, Perbandt M, Koker M, Clos J, Redecke L, Bredehorst R, Voelter W, Genov N,
Betzel C. Synthetic human prion protein octapeptide repeat binds to the proteinase K active site. BBRC. 2004 Dec
24;325(4):1406-11.

Hafezparast M, Brandner S, Linehan J, Martin JE, Collinge J, Fisher EM. Prion disease incubation time is not affected in
mice heterozygous for a dynein mutation. Biochem Biophys Res Commun. 2005 Jan 7;326(1):18-22.

Haik S, Peoc'h K, Brandel JP, Privat N, Laplanche JL, Faucheux BA, Hauw JJ. Striking PrP(sc) heterogeneity in inherited
prion diseases with the D178N mutation. Ann Neurol. 2004 Dec;56(6):909-10; author reply 910-1.

Hornemann S, Schorn C, Wuthrich K. NMR structure of the bovine prion protein isolated from healthy calf brains. EMBO
Rep. 2004 Dec;5(12):1159-64. Epub 2004 Dec.

Hugel B, Martinez MC, Kunzelmann C, Blattler T, Aguzzi A, Freyssinet JM. Modulation of signal transduction through the
cellular prion protein is linked to its incorporation in lipid rafts. Cell Mol Life Sci. 2004 Dec;61(23):2998-3007.

Kovacs GG, Kalev O, Gelpi E, Haberler C, Wanschitz J, Strohschneider M, Molnar MJ, Laszlo L, Budka H. The prion
protein in human neuromuscular diseases. J Pathol. 2004 Nov;204(3):241-7.

Kuczius T, Buschmann A, Zhang W, Karch H, Becker K, Peters G, Groschup MH. Cellular prion protein acquires
resistance to proteolytic degradation following copper ion binding. Biol Chem. 2004 Aug;385(8):739-47.

Leffers KW, Schell J, Jansen K, Lucassen R, Kaimann T, Nagel-Steger L, Tatzelt J, Riesner D. The structural transition of
the prion protein into its pathogenic conformation is induced by unmasking hydrophobic sites. J Mol Biol. 2004 Nov
26;344(3):839-53.

Lemmer K, Mielke M, Pauli G, Beekes M. Decontamination of surgical instruments from prion proteins: in vitro studies on
the detachment, destabilization and degradation of PrPSc bound to steel surfaces. J Gen Virol. 2004 Dec;85(Pt 12):3805-
16.

Madec JY, Simon S, Lezmi S, Bencsik A, Grassi J, Baron T. Abnormal prion protein in genetically resistant sheep from a
scrapie-infected flock. J Gen Virol. 2004 Nov;85(Pt 11):3483-6.

Mallucci G, Collinge J. Rational targeting for prion therapeutics. Nat Rev Neurosci. 2005 Jan;6(1):23-34.

Mentler M, Weiss A, Grantner K, Del Pino P, Deluca D, Fiori S, Renner C, Klaucke WM, Moroder L, Bertsch U,
Kretzschmar HA, Tavan P, Parak FG. A new method to determine the structure of the metal environment in
metalloproteins: investigation of the prion protein octapeptide repeat Cu(2+) complex. Eur Biophys J. 2004 Sep 28; [Epub
ahead of print]
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Moum T, Olsaker I, Hopp P, Moldal T, Valheim M, Moum T, Benestad SL. Polymorphisms at codons 141 and 154 in the
ovine prion protein gene are associated with scrapie Nor98 cases. J Gen Virol. 2005 Jan;86(Pt 1):231-5.

http

Nguyen HD, Hall CK. Molecular dynamics simulations of spontaneous fibril formation by random-coil peptides. Proc Natl
Acad Sci U S A. 2004 Nov 16;101(46):16180-5. Epub 2004 Nov 16.

Onnasch H, Gunn HM, Bradshaw BJ, Benestad SL, Bassett HF. Two Irish cases of scrapie resembling Nor98. Vet Rec.
2004 Nov 13;155(20):636-7. No abstract available.

Orge L, Galo A, Machado C, Lima C, Ochoa C, Silva J, Ramos M, Simas JP. Identification of putative atypical scrapie in
sheep in Portugal. J Gen Virol. 2004 Nov;85(Pt 11):3487-91.

Requena JR, Dimitrova MN, Legname G, Teijeira S, Prusiner SB, Levine RL. Oxidation of methionine residues in the
prion protein by hydrogen peroxide. Arch Biochem Biophys. 2004 Dec 15;432(2):188-95.

Senator A, Rachidi W, Lehmann S, Favier A, Benboubetra M. Prion protein protects against DNA damage induced by
paraquat in cultured cells. Free Radic Biol Med. 2004 Oct 15;37(8):1224-30.

Shields SB, Franklin SJ. De Novo Design of a Copper(ll)-Binding Helix-Turn-Helix Chimera: The Prion Octarepeat Motif in
a New Context. Biochemistry. 2004 Dec 28;43(51):16086-91.

Spraker TR, Balachandran A, Zhuang D, O'Rourke KI. Variable patterns of distribution of PrP(CWD) in the obex and
cranial lymphoid tissues of Rocky Mountain elk (Cervus elaphus nelsoni) with subclinical chronic wasting disease. Vet Rec.
2004 Sep 4;155(10):295-302.

Thuring CM, van Keulen LJ, Langeveld JP, Vromans ME, van Zijderveld FG, Sweeney T. Immunohistochemical
Distinction between Preclinical Bovine Spongiform Encephalopathy and Scrapie Infection in Sheep. J Comp Pathol. 2005
Jan;132(1):59-69.

Viguie C, Chilliard Y, Gayrard V, Picard-Hagen N, Monget P, Dutour A, Toutain PL. Alterations of somatotropic function in
prion disease in sheep. J Endocrinol. 2004 Nov;183(2):427-35.

Wadsworth JD, Asante EA, Desbruslais M, Linehan JM, Joiner S, Gowland |, Welch J, Stone L, Lloyd SE, Hill AF, Brandner
S, Collinge J. Human prion protein with valine 129 prevents expression of variant CID phenotype. Science. 2004 Dec
3;306(5702):1793-6. Epub 2004 Dec 3.
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