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Friday, 27/11/08

This extra meeting was organised to give representatives of the NCPs the chance to discuss certain topics of interest in ecopa, such as communication and networking between the Board and NCPs and between the different NCPs as well, funding, future projects… To this end, the attendants were divided in Working Groups, in two sessions of 3 WGs each. Afterwards the proposals of the WGs were presented and discussed.
The WGs of the first session, were as follows:
WG1
proposals for changes in the ecopa statutes and internal regulations

WG2
improvement of communication and exchange of information between board and NCP

WG3
networking between NCPs

WG1 proposals for changes in the ecopa statutes and internal regulations

Art.2 states that the registered office must be in Belgium. The question was raised whether it would be possible to move this to another country? The way it is now, one Board Member must always be a Belgian citizen, which is a bit difficult for a European organisation.
According to Art.4 ecopa can be part of other bodies, but then the 4 stakeholders must be represented. A procedure on how to represent ecopa, to avoid representing only personal views, might be needed.

Art.5 doesn’t define criteria for associate members, maybe these should be added.
Art.6 should define the subscription fee of associate members and the mode of payment and amount has to be defined in the internal regulations. Responsibilities of associate members must be defined by the General Assembly.
A compliance check for members should be added to Art.7, now there is no quality control to look whether NCPs are still organised according to the statutes and are still working. ‘Ghost’ NCPs can damage the reputation of ecopa.

Art.9 might give the impression that ecopa is represented by the Secretary General, instead of the Board, maybe the wording should be changed.
Art.12 & Art.13 deal with the General Assembly. The agenda of the General Assembly should be sent to the NCPs in advance. It would also be good if certain decisions could be made by virtual meetings.
In Art.14 the sentence “President should not be required to be representative or member of NCP, but other members, should” doesn’t add anything, since the NCPs nominate the platform. It could thus be left out.
A task group could be made to look through the statutes and internal regulations in detail.

WG2 improvement of communication and exchange of information between Board and NCP

Communication is now mainly done via the ecopa newsletter and the website. The website should be sent to all members of each NCP. To that end, the addresses of the users should be updated every year. The Board could do this, but then all NCPs must provide an updated list with all addresses.
On the ecopa website there is information about the NCPs, but not every NCP has a (English) website, so it would be good if more information about the NCPs is available on the ecopa website. The website also has a forum, that is hardly used, but it could be used to support the information exchange between the NCPs and the Board Members.
At the moment there is no good overview on how much of the NCPs are really actively working. NCP representatives should also represent the consensus opinion of the 4 stakeholders.

The question was also raised whether funding could be possible for the establishment of websites for the NCPs. This way all NCPs could have their own website, with English version.

WG3 networking between NCPs

For better networking between the NCPs, all NCPs should have up to date, easy to navigate websites, with some common information such as organisational structure, board, the main goal of the NCP and contact information. At least the contact information and some general points on the NCPs activities should be available in English.
The NCP contributions to the ecopa newsletter should be standardised and contain some bullet points on the NCPs activities.

If national conferences on specific topics are organised, it would be interesting if other countries would have the possibility to participate, as that is a very good way of networking.

In addition, international consensus meetings, with cooperation of all NCPs, could be organised.

The NCPs can keep contact through e-mail and discussion fora on websites, such as the one on the ecopa website, but maybe also more modern media, such as facebook and twitter could be used.

When NCPs collaborate on specific topics, such as with the START-UP project, that is a good way to network.

NCPs should meet once or twice a year (as now on the Annual Meeting) to discuss and network. A more direct approach like this, works better than when contact is only held through websites and e-mail. Maybe there could be more focus on the NCPs during the Annual Meetings, so that the NCPs have more chance to network.

After this first session, the following topics were discussed in the second session:

WG4 Funding for secretary without EU projects, or alternatively which EU projects should be initiated?

WG5 knowledge management and preparing final text for changes of internal regulations regarding advisers.

WG6 future topics in which ecopa should became active (others than regulatory toxicology); additional or reduction of working groups.

WG4 Funding for secretary without EU projects, or alternatively which EU projects should be initiated?

The ecopa secretary has until now always been working for a certain project, while also doing the work for ecopa. The question was whether this was acceptable. A positive effect of this is, though, that this helps ecopa in bridging the gap between 3Rs and EU projects.
More sponsors should be sought, but a maximum amount per sponsor should be determined, so that ecopa doesn’t get too dependant on one company.

The Annual Meetings could maybe be organised by different NCPs each year. This could then also be co-organised with local NCP meetings, which could help in getting sponsorship.

Courses could be organised to bring finances, but the problem is that a lot of other organizations already do this, which would make it difficult to still find enough participants.

The annual membership fee for the NCPs could maybe be raised, however, while for some NCPs this might be no problem, others will be unable to pay more.

The question was also raised whether a full time secretary was needed, maybe the ecopa secretary work can also be done on a voluntary basis.
Vera Rogiers explained that the risk of taking money from one company only is that people could then consider ecopa as just associated to the company in question. It is also more difficult to find sponsorship from companies nowadays. ecopa never wanted to take money from the NCPs, therefore the low annual membership fee.

WG5 knowledge management and preparing final text for changes of internal regulations regarding advisers

Standard operating procedures should be compiled, about internal procedures, ‘who is who’ in- and outside of ecopa, for example the European Commission, financial details and legal responsibilities according to Belgian law, taxes, the EC and the contract of the Secretary General.
The new Board can invite previous Board Members as advisors to attend Board Meetings as regarded appropriate. For example advisors are only there for part of Board Meeting and have no voting rights.
WG6 future topics in which ecopa should became active (others than regulatory toxicology); additional or reduction of working groups

A project to develop standardised teaching material to better implement the 3Rs would be interesting, this can then also be linked to databases with teaching material on the ecopa website.
Annual workshops on the most recent research in 3Rs could also be organised. The outcome could then be published.
A follow up project to START-UP would be interesting to initiate new projects.

Basic biomedical research also deserves attention, with topics such as housing and care, prior to and during research, replacement/reduction of fetal bovine serum, the use of transgenic animals and what is know about their suffering and the use of human material.

ecopa could also assist the NCPs with certain tasks on request, for example during the General Assembly.
It would also be interesting to focus on global initiatives.

An inventory of the project funded in the different countries, with what is done in which field by which NCP and the priorities from the NCPs would be helpful in determining what is interesting for ecopa in the future.

Finally, it’s also important to know what is available at ECVAM, to avoid double work.

Saturday, 28/11/09
Welcome
Prof. Vera Rogiers welcomed all attendants to this 10th Annual ecopa Workshop and thanked the speakers for accepting the invitations. Because this is the 10th edition the focus of this workshop is more on ecopa’s past activities and the FP6 and 7 projects ecopa has taken and still takes part in.

Elections will also be held on this Annual Meeting and most of the old Board Members will resign, which also makes this a special occasion for the past Board Members.

Session 1: Statements of the Executive Board on 10 years ecopa
The importance of ecopa as the forum in alternative methods, by Prof. Dr. Vera Rogiers, ecopa, BE
The history of the 3Rs started 50 years ago with Russell & Burch, who introduced the term 3Rs. In ‘86, the Directive 86/609/EEC on the protection of animals used for experimental and other scientific purposes was issued. This led to the creation of ECVAM (European Centre for the Validation of Alternative Methods) in ‘92. ECVAM coordinates the validation of alternative methods in the EU and manages a database on alternatives. ECVAM. In ‘97, ICCVAM (Interagency Coordinating Committee on the Validation of Alternative Methods) was formed in the USA. In 2000 ecopa was officially formed. In ‘03 the 7th amendment on cosmetics (2003/15/EC) was issued, this led to the testing and marketing bans of ‘09 and ‘13. In ’05, JACVAM, the Japanese Centre for Validation of Alternative Methods, was formed. REACH started in ‘01.

At the Bologna World Congress, in ‘99, it became clear that there was a need for national contact points on 3R alternatives and better dialogue between the variety of national groups concerned with 3Rs. Then ecopa was born, with as first members BPAM, ZonMW and SET. The concept behind ecopa was to gather the 4 stakeholders, to reach consensus and to let the member countries work together. This was a new concept 10 years ago. The European Commission showed interest in this idea and this way the project CONAM was born. This project led to the actual status of ecopa with 14 NCPs and 2 associated members.
Quite soon the 3Rs became a political target in the EU, which has an impact on the legislative framework. This led to things like REACH, the 7th cosmetics amendment and the revision of the Directive 86/609. The problem is that the deadlines and goals are not realistic, since there are no scientific back-up programs to ensure the scientific breakthrough that could make a difference. This issue was taken up by ecopa in all activities. ecopa communicated with the EC about this issue. This lied at the basis of calls in the EU research frameworks FP6 and 7, focusing on 3Rs. ecopa took part in the FP6 projects Predictomics, ReProTect, Sens-it-iv and CarcinoGENOMICS and the FP7 project ESNATS as dissemination partner, and in the projects CONAM and START-UP as coordinator.
A lot of validated alternative methods are currently available, but only a part of them are real Replacement methods. For example, for skin corrosivity and irritation, phototoxicity and dermal absorption, replacement methods are available. For a number of other subjects, such as eye irritation, photoallergy, chronic toxicity… endpoints are lacking in validated 3R alternatives. There is a lack of alternatives for systemic and long-term toxicity testing. Fundamental research is necessary to make further progress possible, this is recognised by the EC and added to one of their calls. This issue could be taken up by ecopa, if there is interest to be part in such a project. There is a problem with quantitative risk characterisation. Hazard assessment is not the same as risk assessment, the screening methods used today are not sufficient. The extrapolation from in vitro to in vivo should be better and more human based alternatives should be used. Pharmacokinetics could be included in in vitro methods and new technologies should be used, with the inclusion of quantitative aspects. This message should be disseminated and pro-active initiatives taken, so this could also be a future task of ecopa.
One problem is also that the available replacement methods often are not generally applicable. Episkin, used for skin irritation, is a good model, but other analytical methods are still necessary for endpoint measurement. With photoxicity tests, the applicability domain is not well defined. It is necessary to remain critical about alternative tests. It is important to dare to pose challenging questions, this as well could be a future task for ecopa.
Post validation should be included as an integral part of the total validation process of an alternative method.

The one-by-one replacement exchange strategy had limited success, more focus is needed on tiered strategies, combination of tests and a weight of evidence approach. It seems that replacement is not always possible, so more attention should be paid to refinement and reduction.

Adela Lopez De Cerain: The idea of letting the 4 parties sit together, grew together in several EU countries. This idea was first raised in Spain in ’97.

Vera Rogiers: It indeed is true that the idea was raised in different countries at the same time, but that was a minority of countries in EU. Therefore it is good that countries like Norway, Denmark, Czech Republic… now also have their own NCPs, this is good for networking.
The new Board might have a different angle at how to look at certain issues. The needs of 10 years ago are also not the same anymore as those of today. EPAA would have been unthinkable 10 years ago.

The impact of ecopa actions in and on the alternative scene, by Dr. Bernward Garthoff, ecopa, DE
ecopa started in 2000, with an idea that was new at that time. ecopa deals with alternative methods, but the NCPs can choose the their direction or focus themselves.
The Annual Meeting is held in Brussels, because the EC is also in Brussels and quite some commissioners have been here.

ecopa was waiting for a unified European NGO law, but this never got realised, so in 2004, ecopa formed according to Belgian law.

ecopa has had influence on several issues, such as the formation of new NCPs, the attention to alternatives in FP6 & 7, the rejuvenation of the alternative scene, distribution of information…
In 2004, in Prague, a lecture was given on how to become a full ecopa member and a lot of new EU member states were there. Some realised NCPs, others didn’t. A lot of the newly formed NCPs formed names, ending on …copa, such as Dacopa, Norcopa, Czecopa…
The ecopa website was a useful information tool. On the website was both information for public and NCPs, such as contact information, news on events and an archive with all minutes of the past ecopa Annual Meetings. However, some parts, such as the forum, were never really used. The ecopa messenger, which appears 4 times a year, provides further useful information to the public. It also includes official updates on the FP projects ecopa is in. By now 21 editions have been released, with more than 600 subscribers unto now.
ecopa noted that REACH would lead to more animal testing, and therefore designed an animal testing calculator for REACH induced safety testing. A workshop, addressing the consequences of REACH was organised in February 2006, here the calculator was introduced. It became clear that the original numbers given by the EC were underestimated. By now it is important to make sure that the way forward is a positive one. One possibility is to perfect the waiving procedures, by going for an unbiased worldwide data trader institution.
Other activities were for example indicating the lack of appropriate safety and efficacy testing methodologies in new substance areas such as nanotech and biotech. ecopa also the danger of deadlines, when no solid scientific basis and/or no new alternative test methods were available yet.
One of the main strong points is that ecopa is unbiased and has all stakeholders involved. ecopa has always held discussions and debates based on realistic viewpoints.
Apart from all this, ecopa never mingled in with politics in the separate EU countries.

Thomas Hartung: The numbers of animals used for REACH are too high indeed, but the problem was that REACH was unprecedented and therefore had to be learned ‘on the road’

The significance of the eSI (ecopa Science Initiative) for rejuvenation of the alternative scene, by José Castell, ecopa, ES
Several issues in the alternative scene reared its head, such as the lack of interest from both leading scientists and young scientists, so that always the same people were present at meetings. Research in 3R’s was also perceived as “low quality science” by researchers, so a new view and innovation and an interest from young scientists were needed. Also discussions based on high quality science with realistic expectations were needed.
The ideas behind eSI were to invite a small number of participants, about 30 young scientists and 10 senior scientists and experts in the topics of the workshop, senior researchers would give state of the art lectures on certain topics, while young participants would have the opportunity to present their own work and get questions from both young and senior scientists. eSI would last two days, so the goal was to let the senior scientists stay for the whole meeting, so that they could interact with the young scientists. Travel and accommodation expenses for both senior and young scientists was paid by ecopa. Young scientists were selected by the Board on the basis of their CVs, which were mainly provided by the NCPs. The ecopa Board selected the topics and made the program, of course also depending on the chosen speakers and their research subjects.
The place chosen for this workshop was Alicante, Spain, specifically the Pueblo Acantilado resort. The local organisation was thus done by José Castell and the Spanish Platform REMA. The meeting was organised in the late summer, being September or October, and it would take place every two years. Funding came from different sources, such as pharmaceutical and chemical companies, EU, a price acquired by Vera Rogiers, local funding…

The ecopa Science Initiative is probably one of the most unique initiatives organised by ecopa. eSI is aimed at bringing together senior as well young researchers to discuss about new knowledge and technologies and its applicability in specific areas of in vitro research where bottlenecks do exist.
eSI was, unto now, organised in 2004, 2006 and 2008, with titles being, respectively, “Reaching the young scientist?”, “In vitro / in vivo in experimental research, pharmacology and screening: validated vs. valid” and “New Avenues to research and development including safety testing of pharmaceuticals and cosmetics”. eSI 2004 featured topics such as: “State of the art, future perspectives and applications of “‑omics technologies”, “Novel technologies and techniques” and “Gene regulation”. eSI 2006 had topics such as “Experimental and basic research approaches”, “Cell assays / screening”, “Cell production” and “New tests in experimental research and regulatory screens”. eSI 2008, finally, had topics such as “Novel approaches in regard to research and safety testing of bio-/pharmaceuticals and cosmetics” and “Immunotoxicology of pharmaceuticals /Dermato-cosmetics”, “Research / development / 3r-alternatives“.
To conclude, the elements that made eSI a success are good science, good senior speakers who interact with enthusiastic young scientists, a nice location, a bit away from the city, so that the group stays together, and of course room for socialisation and some culture.
Session 2: The role of the stakeholders in ecopa
The view from Animal Welfare, by Kirsty Reid, Eurogroup for Animals, UK
From 1999 to 2005 Animal Welfare was represented in the ecopa Board by Karin Gabrielson from Sweden, from 2005 to now by Roman Kolar from Germany.
Animal Welfare supports the activities of ecopa, because Animal Welfare of course appreciates all efforts for the improvement, development, funding and use of the 3Rs. ecopa provides the potential to collaborate with all other parties involved. The more parties are fully cooperating, the more potential ecopa has to achieve its goals.
What Animal Welfare sees as success in ecopa are the foundation of new national platforms and the integration of existing ones, bringing together the 4 parties and key players on a regular basis. The ecopa website is a very interesting information forum. ecopa also gained recognition on several levels. ecopa has also demanded to avoid animal testing where possible under REACH. Alternative methods are now also better funded through EU FPs, a fact to which ecopa also contributed.
However, there are also some critical points of view from the Animal Welfare side. When it comes to the activities of ecopa, there are some examples where ecopa either have promoted certain animal experiments or downgraded the potential of alternative methods, such as was the case in the CONAM REACH report and with the selection of certain speakers on past Annual Meetings. Although ecopa is a platform based on consensus, there is no adequate procedure to reach consensus. In the Board there has never been more than one person of Animal Welfare, so there is no good equilibrium between the four parties.
A major part of all ecopa efforts and initiatives goes into participation in projects funded by the EC FP projects. Animal welfare plays a minor role in these projects.
Some NCPs include as animal welfare organisations that are not really animal welfare groups. While animal welfare is not opposed to involve groups that have an expertise in refinement, the problem that in practice the influence and power of real animal welfare groups, is further reduced.
Animal Welfare has a problem with the fact that ecopa uses money of FP projects for its working and wonders whether it wouldn’t be better to find more funds from other sources or reduce costs significantly.
For the future, ecopa should concentrate on the promotion of alternatives to animal use. Replacement must be a priority, but refinement and replacement are also important. All four parties must be equally involved. Improved networking is important, to avoid redundancies concerning alternatives funding, amongst others. Work must be done to ensure that all NCPs are functional. Interaction and cooperation between the NCPs is important.
The view form Governmental Authorities, by Jon Richmond, Home Office, UK
Jon Richmond is the UK National Competent Authority for Directive 86/609/EEC - regulation based on the 3Rs, the founder and chair of UK Inter-departmental Group on the 3Rs. He also is the chair of “X-Whitehall Group” for the revision of Directive 86/609/EEC, which coordinates the UK Government position and the UK representative to ESAC.

Responsibilities include policy and enforcement of Directive 86/609/EEC, policy lead for the revision of Directive 86/609/EEC, promotion of development and uptake of the 3Rs and part-funding of UK NC3Rs. 

The objective of this all is to implement the 3Rs, not only for the sake of saving animals, but also because alternatives are advanced methods. The tactics used are to inform the public and industry, to demonstrate that good alternative methods work. Peer pressure is also an important tool for change. No company wants to be the first to change, probably out of fear for results and rising costs, but also nobody wants to be the last to change certain procedures, since that would be bad for the image of the company. Of course, regulation is a very important step in the final implementation of new alternative methods. Advice from experts is needed to ensure the quality of the methods. Case studies are also needed, since it is not enough to have only numbers of animals used. Communication is also very important, to this end, working together with other partners can deliver good results. It is also necessary to make people aware that there are better methods.
When Government Authorities work together with ecopa, this gives access to policy and decision making, leverage over and access to stakeholders and the chance to turn outputs into action. It takes access to EU contacts, an outlet for initiatives to take forward at European level and opportunities for partnership working and access to EU funding.
However, on both sides it is about investing a little and getting back more, such as new ideas, activities, partnerships, opportunities. Also, this gives more chances to reach consensus in stead of stakeholders standing right in opposition. This can also deliver more contacts for both parties, which is a good, because, as said before, communication between stakeholders and towards the public is very important in the whole 3Rs alternative methods process.

The view from Industry, by Gernot Klotz, CEFIC, BE
More than a decade ago, there was absolutely no real discussion between different stakeholders involved in animal experiments. Due to this, development was slowed down. With the establishment of stakeholder platforms, where both views, i.e. ethical and technical, were shared and real discussions were held, resulting in concrete proposals.
One of these platforms is ecopa. One of the interesting points about ecopa is that it is small enough to really have personal relations and thus serious discussions. It wouldn’t work if hundreds of people were involved. ecopa made certain things clear, such as the fact that more funding was needed for alternative methods.
The problem is that research still is almost exclusively focussed on developing replacement methods, forgetting the early wins of reduction and refinement. Not enough attention is given to the big potential of reducing animal testing by adjusting the existing testing strategies by avoiding “box-ticking” or double testing as well as exploiting on intelligent testing strategies.

One important question is also how the way forward has to be pursued. If research is done on a specific topics and good results are received, then it is obvious to go forward with the topic, but if no results or bad results are received, the question is whether it is better to invest more or stop the research. This goes together with the question about how money is spent in a reasonable way.
ecopa played an important role, in leading to the establishment of the European Platform for Animal Testing (EPAA), which played a important role to integrate political goals with realistic scientific potential and regulatory recognition.
It is necessary to involve other disciplines into the whole 3Rs discussions. For example, EPAA had a workshop with mathematicians. Refinement of testing strategies is also not enough exploited.
Industry fully supports the 3R concept and has made numerous proposals, how to balance the societal goals of safety for health and environment with animal welfare. The Long Range Research Initiative (LRI) is made to guide the way forward. As part of LRI, a computational tool for data management has been developed, called AMBIT. AMBIT software is a set of libraries and tools with various chemoinformatics functionalities for data management. The AMBIT system consists of a database and functional modules, which provide multiple QA-ed datasets for REACH-relevant toxicological endpoints and allowe a variety of flexible searches and mining of the data stored in the database. The unique features of AMBIT are the ability to store multifaceted information about chemical structures and provide a searchable interface linking these diverse components.
The QA-ed datasets include EINECS list, ECETOC Aquatic Toxicity (EAT) Database (Supplement to ECETOC. 2003. Aquatic Hazard Assessment II. Technical Report No. 91. European Centre for Ecotoxicology and Toxicology of Chemicals, Brussels, Belgium), Bioconcentration factor (BCF) Gold Standard Database, compilation of historical local lymph node assay data for the evaluation of skin sensitization alternatives (Gerberick GF, Ryan CA, Kern PS, Schlatter H, Dearman RJ, Kimber I, Patlewicz G, Basketter DA. (2005). Dermatitis 16(4): 157-202.) and skin irritation and corrosion reference chemicals data base (1995) (ECETOC Technical Report No. 66).

The view from Academy, by Lisbeth E. Knudsen, University of Copenhagen, DN
Since at a lot of universities and research institutes research is done which includes animal studies and research is also done towards in vitro testing and 3R development, it is obvious that these institutions take an interest in ecopa. With the involvement of academia, also come good opportunities for young students and scientists to be introduced into the 3Rs, by taking part in seminars and workshops.
Academia supports ecopa for various reasons, such as ethics, development of models, research communication and education and funding opportunities. ecopa plays a major role in 3R research projects and exchange of ideas. Academia also uses workshops and the NCPs to promote their research and disseminate knowledge about alternative methods. One example is the promoting of the use of serum free media to substitute Fetal Calf Serum, to reduce or completely avoid the suffering of foetuses and animals.
Some statistics on animal use were shown in the presentation. In the Member States, 53% of all animals used are mice, 19% rats, 15% cold blooded animals. Other animals used include, guinea-pigs, rabbits, birds, carnivores, artio- and perissodactyla and other mammals. Prosimians, monkeys and apes only count for 0.09% of all animal tests.
33% of all animals is used for fundamental biology studies, 31% for R&D of human, veterinarian and dentist medicine. 15.3% is used for production and quality control. 
The rest includes toxicological and other safety evaluation, diagnosis of disease, education and training and a variety of other procedures. In toxicological and other safety experiments, half of the animals is used for products and devices for human and veterinary medicine and dentistry. Other large parts include products for agriculture, industry, household, cosmetica, human and animal food additives and potential or actual contaminants in the general environment and other procedures.
21.6% of the animals is used in mental and nervous diseases, 19% in specific animal diseases, 12.6% in human cancer, 6% in human cardiovascular diseases and 40.5% in the study of other human diseases.

Round Table Discussion
Rogiers: Can the AMBIT program also be used for cosmetics?

Hubesch: It can indeed also be used for cosmetics. The program is also freely accessible and is fully open source.

P. Hubert: One of the problems is that in general there is a small awareness about alternative methods in the academic world. This while the development of methods in general is useful for the development of alternative methods. There is almost no transfer of information and science between the academic world and industry, for example.
L.E. Knudsen: An interesting way to promote the use of alternative methods in academia, would be to give some extra financing to projects if they consider using alternative methods. This way the responsibility would also be part of the whole project and not up to each individual researcher.

It would also be useful if universities would compare the methods they use to the methods used in other universities. This would be a good way forward, if universities thus could help each other in using new methods.

Maier: Academic researchers need to be explained which tests can be done with 3Rs, as they often seem to lack knowledge about this.

J. Richmond: In the UK, the regulators were asked where they felt less confident in taking decisions, with what fields they are less familiar. This is important to know, so that the regulators can get informed in those fields. This will help to make the whole process of implementation of new methods easier.
Rogiers: It is important to be proactive in informing the public and the media, instead of waiting until questions are posed.

Unidentified: In a way the public can be seen as the 5th stakeholder, since they are in a way involved as well, namely as end users of the tested products. This way, they might also have ethical questions about animal testing or not understand the need of testing products. This way, the public is a stakeholder who must be informed, but the question is whose task it is to inform the public.
Castell: In Spain, ethical committees are educated, because it became clear that it was necessary to teach these committees more about the alternative methods available.
Scientists also need to be confronted about why and how they do certain tests.

It is also important that scientists are well informed on how to consult the literature

Klotz: It might be arguable to consult the old literature too often, since it is the easiest way to do tests the same as they were described in those articles, without considering other methods of testing.

Kolar: There is also the factor of individual freedom of the researcher, so considering this, they are responsible for the test methods they use.

Rogiers: The young scientists taking part in eSI are not always working in the alternative field. If they are developing a new method, they are always asked why they are developing it and for what they hope to be able to use it.

Hartung: Animal experimentation is often also overvalued. No analyses are made about the shortcomings of animal experimentation overall. If these shortcomings are known, it might become more obvious that thinking about other methods is useful.

"The importance of stakeholder input: science has to speak up- example of NGOs such as ecopa", by Isabel de la Mata, DG Sanco, BE

Policy making is based on sound science. Different agencies are doing the risk assessment, while the commission is doing the risk management.
Due to internal reorganisation, all agencies dealing with health are now part of DG Sanco.

Scientific advice in the EU takes the form of risk assessment. A high level of protection of the people and environment is ensured by having established an elaborate system of scientific advice on consumer and public health and environment. Scientific advice allows to propose an implement legislation and measures on the basis of sound science. There are also specialised agencies, like the European Food Agency, European Chemicals Agency… The EC has also created independent committees for certain issues, such as is the case for cosmetics. These scientific committees were started in 1997. In the last three years there has been some restructuring in the various scientific committees. The present structure includes four groups for different committees: scientific committee on consumer services, on health and environmental risks, on emerging and newly identified health risks and a pool of scientific advisors on risk assessment and a database on specialised experts are available for the work of the committees or to be called for specific issues.

The scientific committee on consumer services provides opinion on questions concerning health and safety risk of non-food consumer products, for example cosmetics, toys, detergents… A key area of activity of this committee is the development of alternative methods. The committee includes a number of experts in the area, including the chair of ecopa.
Due to the changes in the DGs, industry will only have to talk to one actor, as opposed to several in the past, which will facilitate the whole process.

The scientific committee on health and environmental risks addresses issues on health related to toxicity and ecotoxicity of biocides. In collaboration with other agencies and, in particular, ECHA, addresses questions relating to toxicity of chemical and biological compounds and their risks.

The scientific committee on emerging and newly identified health risks deals with broad questions on complex issues requiring a comprehensive health assessment. For example, the potential risk of antimicrobial resistance, mobile phones…
The pool of scientific advisors on risk assessment consists of experts with similar expertise as the members of the scientific committees. The committees can call up to five advisors as associated members to contribute to a specific issue. They serve as associated members and can replace other members if necessary.
To contact these scientific advisors, there is a database which is open to all scientists who want to contribute to a specific issue.

The drafting of an opinion by one of these committees begins with the formation of a mandate. If somebody of the EC has a question, DG Sanco will let one of the committees look into this. The data used by the committees, comes from a variety of sources, including the EC, stakeholders, European institutions, ngo’s… Here it becomes clear that such ngo’s, such as ecopa, are very useful in having discussion between risk assessors and scientists in the alternative field.

A number of working groups help the committees. During several meetings opinions are discussed and once a final opinion is formed it is adopted during one of the plenary sessions of the committees.
During the course of work on a particular subject, the scientific committees may organise closed or open expert hearings, request additional information or organise a small workshop. Sometimes the draft final opinion is also put on the internet for public consultation.

The scientists in the committees are independent, they do not represent specific bodies, of either government, ngo’s, academy or industry. Of course the scientists are selected on their expertise in risk assessment and other factors. Transparency is also important, which is why the names of scientists, minutes of meetings… are all published on the website of the EC. Information gathered by the scientists, on a specific subject, is to be kept confidential.

Alternative method development is a cross cutting risk assessment issue, which attracts high interest from scientists and the public. It also concerns policy makers. For some people it is also a highly emotional issue. With this complex background, it is important that discussions between different stakeholders are held, to understand each others needs. Alternative methods are integrated strategies. Organisations like ecopa can play a very important role to promote the use of alternative methods and to serve as mediators to the dialogue between the stakeholders and the public.
Rogiers: Reports, such as the one of the START-UP project, had to go to DG Research, now it has to go to DG Sanco, how is this done?
de la Mata: There will be regular meetings between DG Sanco and DG Res to further discuss this issue.

Session 3: Status of ecopa’s activities
”Tools” of ecopa : dissemination by website, newsletter ecopa messenger regarding REACH animal testing calculator and Framework Programmes, by Dr. Bernward Garthoff, ecopa, DE

ecopa is an umbrella organisation for the NCPs and keeps contacts with the different stakeholders and the public, as well as with the European Commission, the different DGs, member states…
ecopa thus takes care of dissemination to its members and the general public, under one umbrella logo. ecopa also demonstrates its concept, being consensus. Information about all issues, news, events, congresses… is disseminated towards its members, the public and the alternative scene.

In political and scientific interaction and interference, it is important to address the issues openly, to ensure transparency for the members and to make the public aware that there is interaction between politics and science. Politics must be addressed, since only this way an impact can be made to change anything.
The ecopa website is an information tool, which serves as a basis of transparency for the member platforms and the public. On the news page, relevant information about the alternative scene in general and ecopa more specifically was announced. The relevant minutes of ecopa’s meetings are available in the archive section. A European map with contact information of all members is available under the members section. The click rates make clear that in general, the website has gained a lot of visitors, however, some pages aren’t used much, such as the legislation and links pages.
By November 2009, with the release of edition #21, the ecopa messenger has over 600 subscribers. This subscription list is also sometimes used for other dissemination activities. This is a very effective way of reaching the EU scene. The newsletter contains information on the activities of the NCPs, the FP projects ecopa is part of, other related items such as REACH, EPAA… as well as a list with upcoming events and other news.
With sign-in campaigns, the transformation into action can be ensured. An example of this are the activities around the new EU Chemical Legislation and REACH. Also some specially designed tools, such as the animal testing calculator for REACH induced safety testing, are supplied to the European public.
The animal testing calculator for download was introduced on the occasion of a special theme-related ecopa-workshop, only addressing the consequences of REACH. This revealed that the initial numbers given by the EC were underestimated.
The ecopa messenger is also used by EU FP projects to inform their partners about the activities. Recently the partners of the ESNATS project voted for the ecopa-newsletter to be their primary means of information to the outside world rather than developing their own newsletter.
ecopa also created some information brochures and flyers for projects, such as Sens-It-Iv, Predictomics, ReProTect and carcinoGENOMICS. Three expert reports were also published, in the frame of the CONAM project, entitled “3Rs Implementation in Europe”, “Human Tissues as alternatives for animal experiments” and “The impact of REACH”.
START-UP EU FP-project, by Vera Rogiers, ecopa, BE
The START-UP project is an FP7 project, about the identification of bottlenecks and strengths of 3Rs in different stages of drug development. The goal of the project is to provide guidance for future EU initiatives that may eventually lead to the long-term target ‘SEURAT’.
The focus is laid on pharmaceutical discovery and development, because this is a complex process consisting of target identification, target validation, lead identification and lead optimisation. The problem is that there are too many failures for safety and efficacy reasons in late stage development, even in clinics. This leads to a high use of animals, high cost, it is time consuming and competitiveness decreases.
Therefore a new approach is highly needed, with more mechanistically based safety and efficacy tests and the possibility for the use of 3Rs alternatives, which could lead to the promotion of 3Rs and the saving of animals. The identification of bottlenecks for the use of 3Rs in pharmacology at different levels, being scientific, political, technological and regulatory, is crucial.
The aim of the project is to deliver an expert paper that analyses the present status of the 3Rs alternatives and offers possible solutions. Based thereon, a Road Map will be made to implement the strategy for a better integration of 3Rs in the EU drug discovery and development strategy.

The kick-off for the project was given on April 10, 2008 in Leverkusen, at Bayer. Three closed Expert Meetings and three open for public Workshops, each on one R, were organised throughout 2008 and 2009. The first Expert Meeting took place at the Ministry of Health in Madrid, on May 19, 2008, the second, which focussed on Animal Disease Models, took place at the Novartis campus at Basel, on September 5, 2008. The third Expert Meeting, was organised together with the ecopa Science Initiative, to have ideas from young researchers, and took place on October 17 – 18, 2008. The first Workshop, on Refinement, took place in Rome on February 26 – 27, 2009, the second, on Reduction, in Innsbruck, on July 3 – 4, 2009 and the third, on Replacement, in Budapest on October 2 – 3, 2009.
Some examples of the drug development process were presented. The drug development process runs from drug discovery to non-clinical development and then to clinical development. The first example is the reduction in embryotox studies of candidate drugs, by use of the EST. The EST is helpful in compound selection in early stage of drug screening, relatively easy & not expensive and there is less cancellation after relatively late performed in vivo studies. However, the predictive value of EST for pharmaceuticals is limited. Optimisation is needed for differentiation assay & cytotoxicity assay and for prediction model. It also lacks metabolic capacity. What is needed is basic stem cell research, practical improvements of current protocols, well-defined in vivo data and an accurate prediction model for pharmaceutical compounds.

A second example is refinement and reduction by small animal molecular imaging. This is good because it allows non-invasive-repetitive measurements (as in patient), intra-species comparison, which lowers the variability. Disease-related parameters can be measured at early stages, chronic disease models and response to treatment can be assessed. It also allows early screening of drug-candidates. It is a form of replacement, because imaging biomarkers can lead to improved clinical trials. The downside is that it still are in vivo experiments. A future step for improvement is the use of more replacement of traditional methods in experimental organ research by (functional) organ MRI.

The last example is refinement in quality control of vaccines, in which the bottleneck is the implementation of existing 3R procedures. Ph. Eur. Encourages alternative procedures for control purposes, a substantial number of these already exists. There is a focus on Refinement, humane experiments. The downsides are that the validation process is long and costly, there is a lack of incentives, there is a need for variation of MA and there is a lack of global harmonisation. Future steps, include the implementation of humane endpoints for all vaccines and replacement and reduction strategies, a safety and consistency approach for safety and efficacy and a principle of same quality and specifications of clinical trial lots. Most important is the monitoring of critical steps during production instead of sample control.
The lessons from the START-UP project are that the real experts in industry must be asked their opinion, which is often not visible in the public 3R-scene, therefore it is good to work in closed expert rounds. Later on, issues can be brought up in “debate mode” workshops. This leads to a realistic road map for further progress. It also became clear that the pharmaceutical industry is genuinely interested in 3Rs. Global regulatory acceptance of alternatives is a key aspect. Further development of the scientific basis of safety and efficacy testing is crucial. Not only replacement is important, much progress within a shorter timeframe is expected from reduction and refinement. Pro-active work is necessary to improve public perception.
Rogiers: In Switzerland, if a certain methodology can be done in a better way, it has to be done that way. For this reason, one must be careful not to expose speakers too much, as was done in the meeting in Basle. Thanks to this measure, there were very open talks, without anyone mentioning specific names.

Maier: This way, the individual scientists spoke about their experiences, without always just representing their company.

Support of ecopa for 3R-related actions of the European, by Juergen Buesing, DG Research, BE

Before a European FP project starts, a whole process has been ran through. First, a workprogram for calls for proposals comes into being. Then, the EC receives a number of project proposals, which are evaluated. A number of them are selected and receive funding. So, before a project starts, about two years have passed.
The HEALTH.2010.4.2-9: “Towards the replacement of repeated dose systemic toxicity testing in human safety assessment” is a very specific call. In total there is 50 million EUR contribution, 25 of the EU and up to 25 from Colipa to fund projects selected by the EC. The expected duration of projects is 5 years for Integrating Projects and 6 years for Coordinating Action. 

For scientific and administrative management reasons the research topic has been broken down into six complementary inter-connected Integrating Projects and one Coordination Action. Integrating Projects need a scientific foundation to develop strategies for the replacement of repeated dose systemic toxicity testing. Co-ordinating Action are an organisation of experts meetings, workshops, symposia; tailor-made reporting; identification of knowledge gaps and respective RTD needs and priorities…

The topics for the six Integrating Projects are: 4.2.9.1: Optimisation of current methodologies and development of novel methods to achieve functional differentiation of human-based target cells in vitro (funding: EUR 4 000 000 – 5 000 000); 4.2.9.2: 
Exploitation of organ-simulating cellular devices as alternatives for long-term toxicity testing (funding EUR 4 000 000 – 5 000 000); 4.2.9.3: Establishment of endpoints and intermediate markers in human-based target cells with relevance for repeated dose systemic toxicity testing (funding EUR 3 500 000 – 4 500 000); 4.2.9.4: Computational modelling and estimation techniques (funding EUR 2 500 000 – 3 500 000); 4.2.9.5: Systems biology for the development of predictive causal computer models (funding EUR 4 000 000 – 5 000 000) and 4.2.9.6: Integrated data analysis and servicing (funding EUR 2 000 000 – 3 000 000). 4.2.9.7, the Coordination Action can have a maximum funding of EUR 1 500 000.
There are specific conditions for this call, no tests on living animals may be performed and nanoparticles are excluded. Each proposal submitted in one of the six topics has to clearly describe the interconnections and interfaces with the other five topics. The partners in all research projects selected for funding should agree to an integrated data analysis concept.

The goal of the interaction between projects is that all projects (4.2.9.1 – 4.2.9.5) send their data into the “data warehouse” of project 4.2.9.6. Project 4.2.9.6 shall send results of the analysis of the data received to projects 4.2.9.1 – 4.2.9.5. There will be a strong cooperation between 4.2.9.6 and the other projects concerning (virtual) cell and tissue banking and on the selection and management of (reference) chemicals. Organisation of cluster meetings, tailor-made reporting, gap analysis, definition of research priorities etc. will be handled by the scientific secretariat (project 4.2.9.7 coordination project) with the help of an external ‘experts group’. The coordination action shall provide the necessary infrastructure for this approach. The scientific secretariat should be kept as efficient as possible and should guarantee continuity over the life time of the research cluster.
Important points to keep in mind are to clearly position your proposal in this research area, draw ‘operational lines’ between the subtopics of your proposal and those of the other research topics indicating interfaces for cooperation, indicate clearly the borderlines of your proposal. The overall goals of the research cluster must be kept in mind. The proposal must be cross-checked with the “expected impacts”, being a “Significant contribution to the development of safety testing methods with higher predictive value, faster and cheaper than animal tests; significant reduction of animals currently used in safety testing.” It is also useful to read the Progress Report 2009 on “Alternative Testing Strategies”.
Possibilities for cooperation between ecopa and the European Commission exist in the line of the Amsterdam Treaty of 2 October 1997, the Protocol on Animal Welfare. This states that: The European Community and its Member States must, as a principle, pay full regard to the welfare requirements of animals when they formulate and implement the Community's policies on agriculture, transport, internal market and research.
There can also be cooperation between ecopa and the EU Health Research programme, since its objective, under FP7, is to improve the health of European citizens and boost the competitiveness of health-related industries and businesses, as well as address global health issues”

Driving progress in alternative methods for hazard assessment by integrating high throughput and high content analysis techniques?, by Maurice Whelan, JRC
Recently, much emphasis is laid on an integrated approach to hazard assessment, shifting away from the prediction of apical endpoints, in favour of test systems representing key biological events that map out an adverse outcome pathway. The paradigm is shifted towards mode of action based risk assessment, which is used as a framework to incorporate alternative methods.
There is also a movement from empirical science to a more theoretical based science, which is a challenge. This leads to mapping out toxicological pathways, rather than looking at apical endpoints, in favour of test systems representing key biological events that map out an adverse-outcome pathway.
In the community, there tends to be a very separate way of people working in more classical systems of lower information and people working with high information systems. But it should be more seen as a continuum, as a hazard identification moving towards a higher characterisation context.

In JRC 96 well plates are used, robotic arms to change the plates, automatic incubators… to reach higher throughput. This is used for assay evaluation and pre-validation. The problem with some of these methods used is that it has a very high quality, but that it is very slow. Of course, a high quantity is wanted as well.

One problem is also that it takes a lot of work and little information came out. A broad toxicity would be preferable. However, there are methods to get much more information out of the cell systems.
The interest lies mostly in building the evaluation framework of test systems.
The question was raised how reliable the data were, so interlaboratory trials, with four other laboratories, were done, to look at the variability between laboratories. 

One area in which work is done is in metabolite profiling. This is being targeted now with in vitro and metabolite screening. This can be used to look at enzyme activity and metabonomics.
Non-invasive in vitro methods, with which the model doesn’t have to be destroyed, are also very interesting. This can be used with rat or mouse neurons, which have been cryogenically preserved. They become very active after 13 days, then a lot of information can be collected with imaging. The good thing is that it is reversible, receptors can be blocked, and this can be undone later. No cells are killed. 
In an integrated approach, computation methods are to be used. With all information that is available, this method can be used to predict whether a compound will be biotransformed or not, and if so, what the biotransformation products will look like. This in silico approach is combined with in vitro tests. QSAR is only one of these approaches.

With high throughput methods data management becomes critical. In Ispra, there is a data management platform where all data are integrated, being in vitro, computational data and data from other databases. This is very useful for the statisticians and modellers, and it makes data sharing easier.
The carcinoGENOMICS project, by Jos Kleinjans, University of Maastricht, NL
In the FP6 project carcinoGENOMICS, ecopa is dissemination partner.
There is a general demand for better testing methods, some examples for genotoxicity and carcinogenicity were given. For pharmaceuticals, the current test battery on genotoxicity (bacterial mutagenesis, in vitro mammalian mutagenesis, in vitro chromosome aberration analysis and an in vivo chromosome stability assay) has been assessed to predict rodent carcinogenicity correctly by not more than 38 % while simultaneously producing high percentages of false positives. A recent survey of over 700 chemicals demonstrated that even 75–95% of non-carcinogens gave positive (i.e. false positive) results in at least one test in the in vitro test battery. The current rodent cancer bioassays provide inadequate data to estimate human cancer risk at low dose; accuracies of approximately 60 % are achieved. 50% of all chronically used human pharmaceuticals induce tumors in rodents, but only 20 human pharmaceutical carcinogens have been confirmed by epidemiologic studies. For the important class of non-genotoxic carcinogens, no suitable test model is available. These assays have not been modified substantially since the initiation of their use.
The REACH Implementation Plan also has a reference to carcinogenicity: “carcinogenesis is associated with multiple changes in gene expression, transcriptional regulation, protein synthesis and other metabolic changes. Specific changes diagnostic of carcinogenic potential have yet to be validated, but these rapidly advancing fields of study may one day permit assessment of a broad array of molecular changes that might be useful in the identification of potential carcinogens….”

Potential of toxicogenomics-based screens for toxic class prediction/hazard identification: Using DNA microarrays, gene expression data are derived from exposure of model systems to known toxicants. These data are compared to a set of gene expression changes elicited by a suspected toxicant. If the characteristics match, a putative mechanism of action can be assigned to the unknown agent.

The major aim of carcinoGENOMICS is to develop in vitro methods for assessing the carcinogenic potential of compounds, as an alternative to current rodent bioassays for genotoxicity and carcinogenicity. Some key terms of the project include, metabolome and transcriptome profiling, robust in vitro systems, interindividual variability, a well-defined set of model compounds… The major target organs are liver, lung and kidney. In silico models of chemical carcinogenesis will be made.
CarcinoGENOMICS will develop toxicogenomics-based predictive in vitro models for genotoxic and non-genotoxic carcinogens. Genotoxic carcinogens damage DNA, cause mutations and initiate cancer. Non-genotoxic carcinogens don’t damaga DNA, but promote cancer, in many ways, such as cell proliferation stimulation, apoptosis suppression and biotransformation enzyme induction.
T-profiler analysis of transcriptomics responses in a liver model delivers a first separation between the majority of genotoxic carcinogens versus non-carcinogens and non-genotoxic carcinogens, but there is an overlap between non carcinogens and non-genotoxic carcinogens.

The next steps are the selection of one in vitro model per target organ to undergo pre-validation according to ECVAM rules and an integrated analysis of transcriptomics data with metabonomics data and functional endpoints.

The dissemination activities done by ecopa include funding support Venice Workshop “Genomics in Cancer Risk Assessment”, which was a satellite meeting to WC7. A USB Stick has been created for this workshop and these were also distributed during the World Congress on Alternatives and Animal use in the Life 
Sciences in Rome since ecopa was representing the EU projects as one of its dissemination tasks.

Some conclusions from the Workshop were presented. Although the role of genetic damage in cancer development is well understood, the relationship between the current testing for genetic toxicity testing and cancer development is imprecise due to limitations of these assays such as their over-sensitivity or their inability to detect non-genotoxic mechanisms of carcinogenesis. Technical and ethical concerns associated with carcinogenicity testing in animals including the significant difficulty of the translation of results from in vivo rodent carcinogenicity results to the actual cancer risk to human populations provide challenge to industry and regulatory agencies. Therefore, a better understanding of carcinogenic mechanisms including their relevance to humans would significantly facilitate human cancer risk assessment. One area particularly promising in utilizing toxicogenomics information is that of evaluating cancer risk associated with exposures to drugs and chemicals in our environment. The outcome is to identify promising approaches and identify gaps that need to be addressed in order to implement genomic approaches into a new safety evaluation strategy for drugs and chemicals that will satisfy current and future demands.

ES cell-based novel alternative testing strategies – the ESNATS project, by Juergen Hescheler, University of Cologne, DE

ESNATS is the youngest project in which ecopa is partner, ecopa is also dissemination partner. 

The aim of the ESNATS project is to develop a toxicity test platform based on embryonic stem cells (ESCs), in particular human ESC (hESCs), to streamline the drug development R&D process and evaluation of drug toxicity in clinical studies and reduce related costs. This will increase the safety of patients and reduce the number of animals due to earlier detection of adverse effects.

ESNATS addresses bottlenecks in toxicity testing. A major part of safety testing takes place late in the research and development cycle, implying protracted experimentation involving high numbers of animals and generating significant costs. Some in vitro assays rely on cell lines of malignant origin or primary cells that are hard to standardise and limited in terms of quantity, homogeneity and genetic diversity. Existing assay systems based on primary animal and human cell lines do not reliably represent the physiological situation of cells in native tissue.

In the ESNATS project a new testing system taking advantage of the unique potential of ESCs is being developed. The benefit of using ESCs is their capacity to self-renew and their pluripotency, so they can provide cells of different phenotypes required for toxicity testing. ESC-derived somatic cells are also physiologically relevant for toxicity endpoints, offering a perspective of tests with improved predictivity. For murine ESCs (mESCs), genetic manipulation is possible. This allows the use of reporter cassettes as a powerful toxicity testing tool.

Abattery of toxicity tests is being developed using ESC lines subjected to standardised culture and differentiation protocols. Tests will cover ESCs in several stages of development as well as differentiated derivatives, including gamete and neuronal lineages, complemented with systems for hepatic metabolism. Genomics approaches will be used to determine predictive toxicoproteomics and –toxicogenomics signatures. The individual tests will be integrated into an "all-in-one" testing strategy. To ensure practical usage in the pharmaceutical industry, concepts for automated ESC culture will be developed and the test systems will be scaled up. In a later stage of the project, the predictivity, quality and reproducibility of the test strategy will be evaluated in a “proof of concept” study.

The results of ESNATS are expected to have an impact on pharmaceutical R&D, by providing a new technology which will facilitate screening and early decision-making of candidate drugs. This might, in the long-term, contribute to a more rational and effective drug development process. There might also be an impact on public health, by contributing to the production of safer drugs at lower cost. The project will also provide new technologies for stable hESC culture, improved protocols for hESC differentiation and a world leading toxicogenomic database, for European stem cell research.

Furthermore, the new testing rules under the European Regulation of Chemical Substances (REACH) require extensive toxicological safety testing of both existing and new chemicals, which can also include drug intermediates. The ESNATS project provides valuable information for risk identification in regulatory toxicology. Alternative testing strategies are highly needed in this field of work to limit the number of animal tests required to comply with the REACH framework.

ReProTect, by Michael Schwarz, University of Tubingen, DE
In this FP6 project, some ecopa Board Members were part of the Supervising Board.
The goal of this project is the development of a novel approach in hazard and risk assessment of reproductive toxicity by a combination and application of in vitro, tissue and sensor technologies. The total budget amounts to 13.2 million euro.

In total there are 33 partners from industry, academy, SMEs and governmental institutes, some of these are VUB, VITO, University of Tubingen, University of Copenhagen, Bayer Healthcare, ECVAM, rivm…

The project is divided into four research areas: I) Fertility, II) Implantation, III) Prenatal Development and IV) Cross-cutting Technologies. The common goal of these research areas is the reduction and/or replacement of animal use in reproductive toxicity testing.

The reproductive cycle is divided into four parts: gametogenesis (spermato- and oocytogenesis), fertilisation, implantation and embryonic development.
Spermatogenesis includes tests such as leydig and sertoli cell test, oocytogenesis includes tests such as granulosa cell test mFBA… In the fertilisation stage, there are tests such as bIVF (bovine in vitro fertilisation). The implantation phase has tests for two parts: for the endometrium there are tests such as endometrial explant test, ishikawa cell test…; for placental development there are tests such as trophoblast cell test, human placental pericyte test… In the embryonic development phase, for placental barrier, there are QSAR for placental transfer and placental perfusion assay. Also, in this phase the Embryonic Stem cell Test (EST) is developed.
ReProTect has a large database with dossiers of in vivo effects of compounds. The idea is to make this database publicly available.
Out of 25 tests a number of them were selected for a feasibility study. Out of about 130 ReProTect chemicals, 10 were selected by experts on the following criteria: the in vivo effects had to be well characterized and no metabolic activation (CYP450-mediated) would be required. The chemicals were blinded and distributed to the experimental groups. EC50 (or equivalent) values for all 10 chemicals in each of the assays were determined. A nearest neighbor analysis was performed, but in an unusual way, when prediction models were available, they were not used. A weight of evidence approach was used. The predictions for female fertility were good, those for male fertility were less good. The prediction for development are underestimated.
Results from the ReProTect project unto now are two validated tests predictive for embryotoxicity (mEST, WEC), however, the problem is that there is no metabolic capacity, so the applicability domain is still unclear. 
Several assays (receptor binding or cell-based reporter systems) for the detection of endocrine disrupters are available, as well as several assays which are predictive for adverse effects on female fertility.
These alternatives can be used in early drug development, for “in-house” use for prioritization during lead compound optimisation. They can also be used for regulatory decision making. Mode of action analysis for compounds that have demonstrated reproductive toxicity in vivo. Alternative tests may lead to a reduction in experimental animals, but presently not to a replacement of the animal assays.

Kolar: On what is the conclusion that replacement is not possible at the moment based?
Schwarz: This is based on a number of expert publications. The problem is that in vitro tests completely ignore PK, which makes its use for risk assessment difficult.
Vanparys: The interest from the regulatory side is also rather small.

Sens-it-iv: Novel testing strategies for the assessment of allergens, by Erwin Roggen, Novozymes, DN
ecopa is dissemination partner in the Sens-it-iv project.
There are 10 Work Packages in Sens-it-iv. WP 10 is responsible for management. WPs 1 – 6 are responsible for the science module, with as subjects: 1) compound selection, 2) EC- DC interactions and biology, 3) DC – T-cell interactions and biology, 4) genomics, 5) proteomics and 6) metabonomics. The technology models includes WPs 7 and 8, responsible for data management and in vitro assay development. WP 9 is responsible for technology transfer and dissemination. 

Basic findings of the science module are the ex vivo phenotypic characteristics of human EC, DC and effector T-cells, in vitro conditions supporting an in vivo-like cross-talk between EC, DC and T-cells, in vitro conditions supporting the cascade of cellular and molecular events triggered by a test compound and the description of the chemical features related to intrinsic stability of a compound in the target tissue.
In the technology module, the focus is on skin, lung and -omics.

For skin, the mode of action is quite well known. Assessment of the potency of skin sensitisers is done in a tiered approach. Activation and migration of Langerhans cells by modified proteins, due to pro-haptens is divided into several assays. First there is penetration and absorption of allergens, then step 2 is migration and maturation of Langerhans cells, step 3 is T cell printing. With an MTT assay, dose response curves and EC50s are calculated. The lower the chemical concentration required to cause 50 % decrease in metabolic activity (EC50), the stronger the irritant / sensitizer.

For the lung, precision cut lung slices (PCLS) are used, as well as an alveolar-endothelial model and a bronchial model, which allows repeated exposure.

PCLS is an ex vivo method. Some of the results found are that CD11+ APC in the alveolar compartment are the major target cells of inhaled substances. APC differentiation requires contact with the mucosal barrier. The presence of specific memory T-cells may be required. Relevant cytokine profiles can be detected.

In –omics, there are different techniques: proteomics, genomics, kinomics and CD-omics. Proteomics can be gel-based 2D separation of whole proteins and mass spectroscopy or gel-free separation of Tandem Mass Tag (TMT®) labelled peptides. 
Genomics are chip-based analysis of sensitizer-specific gene activation. For kinomics, “pep-chips” identify kinase pathways specific for sensitizers. In CD-omics, antibody chips identify sensitizer-specific CD-surface markers.

The remaining challenges for the technology module are to find water insoluble compounds, non-reactive pro-haptens, to make a final definition of marker signatures and to standardise and validate the assays.

Partners for the dissemination module are COLIPA, ECVAM, IVTIP and ecopa. ecopa is responsible for the design of the logo, the external website, the monthly newsletter and the brochure. Dissemination is done at relevant congresses, through websites and newsletters.
Other FP6/7 projects: AcuteTox, BioSim, Predictomics and alike, by Odile de Silva, Peter Maier, José Castell , Bernward Garthoff and Flavia Zucco
ecopa has been active in and connected to a lot of FP 6 and 7 projects, both finished ones and still active projects. FP6 projects include Predictomics, Predict-IV, InVitroHeart, ACuteTox, Sens-it-iv, Vitrocellomics, Liintop, Comics, carcinoGENOMICS, ReProTect, Osiris, Toxdrop, Forinvitox, BioSim and Conam. The FP7 projects are ESNATS and START-UP.
The role of ecopa is not the same in all of the projects. In ReProTect, ecopa was a partner and part of the Advisory Board, in Liintop, ACuteTox, ForInViTox and BioSim ecopa is part of the Advisory Board, but not a partner. In ESNATS, Predictomics and carcinoGENOMICS ecopa is a partner. In Sens-it-iv, ecopa is also partner and part of the Advisory Board. In the projects Conam and START-UP, ecopa was coordinator and thus also partner.
When ecopa is part of a project, the contribution depends on the role played in the project. When ecopa is coordinator, scientific and 3Rs expertise and management skills are available. ecopa also brings the NCPs in a network and can trigger dialogue. When ecopa is partner of a project, it takes care of dissemination and helps with scientific and 3Rs expertise where needed. If ecopa is member of the Advisory Board of a project, again scientific and 3Rs expertise are offered, as well as the experience gotten by bringing the 4 pillars together. Dissemination can be handled, and management support can be done. As said, ecopa helps NCPs to join and contribute to new projects, as was done in the START-UP project, for example.
ACuteTox is an FP6 project running from 01/05 until 07/10 and has 35 partners. The goal of this project is to develop and pre-validate a simple and robust in vitro testing strategy for prediction of human acute toxicity to replace animal tests for regulatory purposes. The project is building on MEIC/EDIT/Registry of cytotoxicity/ECVAM-ICCVAM validation and introducing new parameters (ADE, metabolism, organ specificity…). 97 reference chemicals are used, testing is finalised and data are analysed by multidimensional analyses (PLS). There is a moderate improvement by combining tests compared to single assays. Further statistical study design is needed to identify tests for pre-validation. The project also developed an e-learning program for in vitro methods. The Advisory Board is to be consulted in a more anticipated way.
Predictomics was a specific targeted research project, which ran from 09/04 to 01/08. The goal was to develop novel strategies for predicting chronic toxicity in the liver and the kidney. Three methods have been developed for liver toxicity and a model was established for nephrotoxicity. ecopa handled the dissemination.

Forinvitox was a specific support action which ran from 09/07 to 09/09. The goal of the project was to make an inventory of in vitro methods originating from FP6, taking into account the needs of the users, the availbility of commercial methods, gaps between R&D and users and improvement of technology transfer. It was clear that there is a need for more robust methods, GLPs, validation and regulatory input. Also better project management of FPs is needed. Dissemination was done by forum events and the publication of a white book. This project was a very good example of dialogue and building on expertise and experience.

BioSim ran between 12/04 and 08/09. This project was a network of excellence, with as goals to accelerate the drug development process and apply computer simulation to fulfill the 3Rs. One WP dealt specifically with Ethics and dialogue with the public. The project is finalised, the final 5th Conference took place in 08/09: Biosimulation of complex systems may not be too far in the future. One challenge is to prepare young scientists also in the area of ethics in this field. It became clear that the involvement of clinicians on the way to implementation is important.
The booklet ‘Alternative Testing Strategies – Progress Report 2009’, released by the European Commission gives for the first time an overall perspective on FP6 and FP7 projects in progress in the 3Rs.
To conclude, the FPs 6 and 7 have helped consolidating and now are benefiting from the network of national platforms under the umbrella of ecopa. ecopa started as having a 3Rs inside role since FP5. What is to be wished for is excellent science and that all the partners bring this 3Rs dimension in the research. Progressing the 3Rs in order to refine, reduce and replace animal use in toxicology requires a change of paradigm and existing and new projects will hopefully bring us closely to this goal. Dissemination is key and ecopa has taken its role also of bringing the 3Rs outside, in the larger community.

Sunday, 29/11/09
Activities of the past year, by Vera Rogiers, ecopa, BE
ecopa was active in the projects START-UP, carcinoGENOMICS, ESNATS, Sens-it-iv and ReProTect in 2009. 
For START-UP 3 workshops were organised, each one on 1 of the 3Rs: Workshop Refinement, February 26-27, 09, Rome, IT, organised by IPAM, Polcopa, Fincopa; Workshop Reduction, June 4-5, 09, Innsbruck, AU, organised by ZET, ZonMW; Workshop Replacement, October 2-3, 09, Budapest, HU, organised by SET, Hucopa. There might be a problem to get the reports ready in time, but normally this shouldn’t be a too big problem.
For ReProTect, the report and recommendations of the ECVAM/ReProTect Workshop on EST, May 2008 in Frankfurt, DE, were published in ATLA 37, 313–328, 2009. This was titled “A Review of the Implementation of the Embryonic Stem Cell Test (EST)”. The workshop initiative was taken by B. Garthoff, with ReProTect coordinator M. Schwarz. ecopa Board Members V. Rogiers & B. Garthoff, being part of the ReProTect Supervisory Board, contributed to this article.

ecopa contributes to the monthly Sens-it-iv newsletter. In 2009, 10 newsletters were released, unto now, # 24 until # 33.
For ESNATS a flyer was designed by ecopa and released in March 2009.
ecopa also released 3 issues of its own newsletter, ecopa messenger, and a 4th is in the works. # 19 was released on April 4, # 20 on July 14 and # 21 on October 30.
H. Spielmann, P. Maier and V. Rogiers took part in epaa mirror group meetings in 2009. V. Rogiers went to extra meeting about stem cells organised together with ECVAM at Ispra, IT. On the 2009 Annual epaa Conference “Dissemination of 3Rs Information”, 06-11, Brussels, P. Maier gave a lecture on “EPAA Mirror Group views”. ecopa also received the Best Poster Award, for the poster “ecopa – Dissemination partner in EU projects”, by M. Vivier and V. Rogiers.
On the WC7, ecopa had a dissemination stand with brochures of the projects involved. ecopa chair V. Rogiers also contributed some lectures: “ecopa: realisations and future perspectives”, 01-09-09, Early Morning Session 6 and “What did we learn up to now from a project such as START-UP?”,  01-09-09, Breakout Session 14. Abstracts are published in Altex, Volume 26, Special Issue.

For future activities V. Rogiers gave some suggestions, skin irritation and phototoxicity show the necessity to remain critical about existing alternatives. Some other suggestions were: dissemination partner in new Colipa – EU Calls in FP7?; coordinator of coordination project?; Taking up challenge of applicability domain of existing alternatives?; More attention for other fields than regulatory toxicology…
eSI (ecopa Science Initiative): reasons for continuing, by José Castell, ecopa, ES
There are several reasons to continue eSI after three editions, best made clear through some views of the different involved parties.
From the participants side, very positive inputs from senior researchers, who were surprised by the initiative were received, as well as from young scientists, who said they were more satisfied than they had expected to be. Nobody had experienced a meeting like this. This encouraged ecopa organising such unique meetings.
The organisers are convinced of what was, and still is, a need, to attract best younger researchers to the 3R’s scene. There is a need to transmit the message that good and innovative science is synonymous of better chances of succeeding in the implementation of 3R’s at all levels. eSI works for the rejuvenation of the 3Rs scene.
eSI also delivers visibility to ecopa, as it probably is one of the most unique initiatives organised by ecopa. About 90 young scientists already learnt about ecopa, and its goals. Relevant researchers heard for the first time about ecopa. Other projects, consortia, could collaborate & benefit of targeted eSI initiatives.
Taking these factors into account as well as the facts that it has been succesfully tested three times already and the costs are affordable, the old Board would like to advise the new Board to continue doing eSI.
Financial status of ecopa, by Bernward Garthoff, ecopa, DE
The status of the ecopa accounts is comparable to other years. The audit for Belgian taxes, for the year 2008, is done by R Van Cauwenbergh. Internal audit for the working year 2008 – 2009 is done by Lisbeth E. Knudsen and Annalaura Stammati.
ecopa tries to always use its money wisely, since it is dependent of sponsorship. If possible, contribution from projects is used. For example, eSI 2008 was organised together with the START-UP meeting. Also, on the Annual Meeting always some speakers from projects ecopa is partner in are invited, so that their travelling costs can be paid from the projects finances, as the presentation also serves as a form of dissemination.

As a not-for-profit organisation, it is important not to accumulate too much money, not too lose the not-for-profit status. After the Annual Meeting, there is always a low point in the amount of money available, but normally there then is some accumulation during the year, which can then be used again for the next Annual Meeting.

NCP presentations
Hucopa, Andrea Győrffy

Hucopa co-organised the Replacement Workshop for the START-UP project. This took place in Budapest, on October 2 – 3, 2009. This was co-organised with SET. Afterwards there also was a local Hucopa conference.
Apart from this Hucopa also still has the adaptation/retirement project for beagles and laboratory rodents.

Hucopa hopes to grow in terms of efficacy, membership and professional and public relations. Hucopa is also in search for financial funds. One goal is also to improve the website and make an English version.

ZET, Walter Pfaller and Gerhard Gstraunthaler
ZET established the Life Sciences Laboratory (LSL) in April 2007 to support the implementation of the 3Rs across the life sciences on a scientific basis. LSL is a basic and applied science research institution devoted to search for alternative and complementary in vitro methods to animal testing. LSL is a not-for-profit organisation and can serve as the National Reference Laboratory.
The Linz 2010 conference, is combined with EUSAAT and ESTIV.

ZET also co-organised the START-UP Workshop on Reduction, together with ZonMW. This took place on July 3 – 4, 2009 in Innsbruck.
Dacopa, Lisbeth E. Knudsen

Dacopa serves as a forum to promote collaboration and discussion among the interested parties in laboratory animal experimentation, promotes knowledge about the 3R-concept, supports and motivates 3R implementation, represents Denmark in ECOPA and assists the Danish ESAC representative.

Dacopa wants to focus equally on Refinement, Reduction and Replacement. Dacopa strives for an objective view on the societal effect of political and scientific 3R initiatives and wants to collaborate with ECOPA and other relevant organisations.

Dacopa organised a workshop on 3Rs in Vilvorde, in January. This was organised by Erwin Roggen, Jan Ottesen and Lisbeth E. Knudsen and financed by the in vitro toxicology network. There were more than 100 participants, 30 presentations with abstracts and 12 posters. A Danish 3R network is established and more efforts to collaborate are intended.
GIS
The French platform, GIS, had 2 Board Meetings and 3 meetings of commissions in 2009, also a report for the minister for research was made. Members of GIS were also part of the congress “Immunotoxicology: de l’ allergie au choc ‘cytokinique’”, which took place in Montpellier on Mai 28 – 29, 2009. Some GIS members are also chair at the centre for applied toxicology and ecotoxicology.
Ministrial research is an on-going work in toxicology and ecotoxicology.
A parliamentary enquiry (OPESCT) on animal use, is to be finished in January 2010.

GIS made some proposals, such as rules for exchange of data between national agencies, since now this a difficult process, since there are also are legal rules. A proof of application of 3R demonstration before government funding is received would be useful. Support to alternative approaches to toxicology and ecotoxicology and life science structures should be integrated.
Fincopa, Hanna Tähti
This presentation dealt with the Finnish Centre for Alternative Methods (FICAM) of which Tuula Heinonen is the director. 

Tuula Heinonen is Adjunct Professor in toxicology and has over 25 years of experience in drug development in pharma industries R&D and in other research institutes especially in safety assessment of chemical and biotechnology substances. She is also familiar with the FDA and EMEA, for which she has written and reviewed documents for marketing approval and regulatory meetings.

A recent task of Tuula Heinonen was to set up FICAM at the University of Tampere, Medical school.
ZonMW, by Janna De Boer
In 2009 ZonMW organised an information day for the general public and a presentation of the “W. van Heumen” award (€ 25.000) to Prof. T. Huizinga. A new program “Dierproeven Begrensd III”, with a budget of € 2,2M, was also started. A presentation for an alternatives for animal use project was also done, for the development of a skin model that can be used to test the safety of chemicals and medicines as well as use in cancer research.

ZonMW co-organised the Workshop on Reduction for the START-UP project. ZonMW also took part in the commission of analyses of trends in society and science in animal experimentation and the commission of setting the (research) agenda for priorities for alternatives in animal use (which will be used to advise the Dutch government).

In 2010, ZonMW will take part in a new call for grant applications, will deliver reports on trend analyses and research priorities and explore combining calls on alternatives for animal use and stem cells.
ZonMW also hopes to enhance its efforts in ecopa.
Czecopa, by Dagmar Jirova
Czecopa is represented in the Central Commission for Animal Welfare, experts participate in evaluation of proposals for experiments.

Czecopa has a new NGO member.

Czecopa promotes extended use of alternative methods in testing of chemicals, toys, cosmetics and drugs. demonstrations for NGOs and industry are also promoted.

Czecopa also enhances the spreading of information, public communications in mass media (TV, radio, chat, Association of Consumers). Its members support legislative actions, such as REACH, Cosmetics Directive and Peer Review ESAC/ECVAM on eye irritation, cell based methods, LLNA...

Czecopa took part in the 7th World Congress on Alternatives (Rome, Italy), the Workshop of Scandinavian Society for Cell Toxicology (Sedmihorky, CR), Workshops of PROKOS (Prague, CR) and the Workshop of the Society for Laboratory Animals (Rokytnice, CR).

Future plans include to co-organise the World Congress on Alternatives of August/September 2014 in Prague.

IPAM, by Franca Fassio

IPAM (A. Stammati) organised the Workshop on Refinement, together with Fincopa and Polcopa, for the START-UP project. This took place on February 26 – 27 in Rome.
An information day on the proposal for reviewing Directive 86/609 took place in Rome on February 13. During the meeting the most significant points of the review proposal were presented by Susanna Louhimies (DG Environment of the European Commission). The Pharmaindustria Award, worth € 3000, is an award for post-graduate researchers in scientific disciplines, authors/co-authors of an important scientific work in the sector of alternative methods to animal testing (Years: 2007-2008). IPAM was also part of the 7th World Congress on Alternatives.
IPAM also supports the development of 3R alternatives through education. To this end some courses are given to universities, such as an Alternative Methods to Animal Testing, a Theoretical/Practical Course for training laboratory staff, an Integrated Course on Laboratory Animal Science and Prospect and Future of Animal Testing and Alternative Methods. Some future courses include IPAM Training Course: a Full Day Didactic and Interactive Course for Local Ethical Committee Members, Serum-Free Culture Media and Animal Testing: Possible Alternatives. 

Some future activities include 4 Board Meetings, an Annual Meeting with Board Elections (on December 15, 2009), re-designing of the website, review of IPAM brochure. As well as activities in different European projects, such as START-UP, Liintop, ACuteTox… I. De Angelis is also Board Member in ecopa.
Norecopa, by Adrian Smith
The website of the Laboratory Animal Unit at the Norwegian School of Veterinary contains guidelines for the 3Rs when planning and reporting animal research, information on LAS to the public (including a guided tour in 3 languages), the NORINA and TextBase database, an overview of other databases within the 3Rs, resources on the care & use of fish in research and educational material within LAS for researchers & technicians (compendia, videos). 
Norecopa made position statements regarding “Health and welfare monitoring in fish” and “Toeclipping and food deprivation in rodents”. Norecopa also cooperated with the Research Council on “Welfare in fish in research” and “Identification of the extent to which the 3Rs are being used in fish research”.
Norecopa also regularly publishes a newsletter and provided updates and translations of a compendium on lab animal science for fish researchers. Examples of literature searches when planning experiments that involve animals were worked out.
The international consensus meetings on Harmonisation of the Care and Use of Fish in Research was organised for the second time in 2009. The outcome of this meeting was a list of specific research needs. 
One outcome is that the use of fish in comparative medicine is not limited to Norway only. For that reason it could be interesting for ecopa to focus on this as well.
SET, by Christiane Buta

SET is the German foundation for the promotion of alternatives to animal testing. To this end SET supports research, communication and training.

SET has a Foundation Board with 4 members from animal welfare associations and 4 from industry associations (chemical, pharmaceutical, cosmetics, agriculture). The Scientific Board exists of 3 scientists from industry, university and public authorities. The Board of Trustees counts up to 16 members from ministries, scientific organisations, public authorities, churches…

In relation to ecopa, one important activity in 2009 for SET was the organisation of the Workshop on Replacement, which was co-organised with Hucopa and took place on October 2 – 3, in Budapest.

Rema

Rema had a “Brain storming” meeting on January 24, 2009 in Pueblo Acantilado. The 3rd Course “ Quality and  Alternative  Methods in  Research” was organised and took place on May 27, 2009 in Madrid. Also the 4th Workshop “Alternative Methods and the New European Legislation” and celebration of 10 Years of REMA will take place on December 1, 2009 in Madrid.

Education activities, web maintaining, opinion on legislation and dissemination were some other activities done by Rema in 2009.

On October 21, 1997, there was a meeting of Spanish groups interested in Alternative Methods. During 1998 and 1999, a document on the constitution of the Spanish Network for the Development of Alternative Methods (REMA) was worked on. On December 1, 1999, a scientific meeting was held in Madrid. This was the official start of REMA.
Elections

During the year 2009, names were gathered for the Board elections. To this end, the NCPs were contacted and asked to nominate interested persons and provide information to the election committee. The latter consisted of Peter Maier as chair and Board Members Walter Pfaller and Horst Spielmann. The committee was helped by the Secretary General Stijn Budts. It also was made clear to everybody that, according to the statutes, only three Board Members could be re-elected, being Roman Kolar, Isabella De Angelis and Odile De Silva.
After conformation from the nominees to serve in the ecopa Board on the occasion that they would be elected, the full list with names was circulated to all NCPs with the question to fill in a balanced pre-election list, with one name proposed for each function.

These pre-election lists were gathered by the election committee and an overview list was made. For each function, the proposed names, with country and stakeholder, were presented.

The overview list was presented at the Annual Meeting, already on Friday, so that all voting members of the General Assembly, could see whether all information was correct and to make last changes if necessary.

A nominee is elected, when he or she has at least 8 votes, since there are 16 voting members, so the Board Members need to be elected by at least half of the voting members.

The election itself ran in three rounds. In the first round, there were 14 voting partners, in the second and third round 13, since one of the voting partners had to leave early.

First round
President:
Adela Lopez De Cerain:
12 votes



Coenraad Hendriksen:
1 vote



1 empty vote

Vice-President:
Odile De Silva:
12 votes




Roman Kolar:

2 votes

Treasurer:
Lisbeth E. Knudsen:

10 votes



Sten Velschow: 

2 votes



Joan Vericat:


1 vote



Jana De Boer:


1 vote

Delegate:
Erwin Roggen :

3 votes



Tuula Heinonen:

9 votes



Roman Kolar:


12 votes



Adela Lopez De Cerain:
1 vote



Marianna Norring:

1 vote



Isabella De Angelis:

9 votes



Philippe Hubert:

6 votes



Jan Ottesen:


2 votes



Coenraad Hendriksen:
4 votes



Jana De Boer:


3 votes



Anne Sverdrup:

1 vote



Gerhard Gstraunthaler:
2 votes



Janne Kuil:


1 vote



Barbara Grune:

1 vote



Lisbeth E. Knudsen:

1 vote

3R Expert:
Thomas Hartung:

10 votes



Philippe Vanparys:

7 votes



Troy Seidle:


9 votes



Barbara Grune:

1 vote



Janne Kuil:


4 votes



Coenraad Hendriksen:
1 vote



Tuula Heinonen:

1 vote



Gerhard Gstraunthaler:
3 votes



Guillermo Repetto:

1 vote



Jan Ottesen:


1 vote



Erwin Roggen:

1 vote



Isabelle Fabre:

2 votes



Lisbeth E. Knudsen:

1 vote

After the first round, the outcome was as follows:
President:

Adela Lopez De Cerain (ACAD, Spain)

Vice-President:
Odile De Silva (IND, France)

Treasurer:

Lisbeth E. Knudsen (ACAD, Denmark)

Delegates:

Tuula Heinonen (IN/ACAD, Finland)



Roman Kolar (AW, Germany)



Isabella De Angelis (ACAD, Italy)

3R Experts:

Thomas Hartung (ACAD/GOV, USA/Germany)



Troy Seidle (AW, UK)

A second round was needed to still elect one Delegate and one 3R Expert.

Second round
Delegate:
Janne Kuil:

  3 votes



Erwin Roggen:
  4 votes



Philippe Hubert:
  3 votes



Coenraad Hendriksen: 1 vote



Jana De Boer:

  2 votes
3R Expert:
Coenraad Hendriksen: 1 vote



Philippe Vanparys:
  10 votes



Barbara Grune:
  1 vote



Janne Kuil:

  1 vote

By this, a third 3R Expert was elected in the person of Philippe Vanparys (GOV/IN, Belgium)
To elect a fourth Delegate, a third round was needed.

Third round
Delegate:
Janne Kuil:

10 votes



Erwin Roggen:
3 votes
Janne Kuil (AW, Netherlands) became the fourth NCP Delegate.

The full new ecopa Board is:

President:

Adela Lopez De Cerain (ACAD, Spain)

Vice-President:
Odile De Silva (IND, France)

Treasurer:

Lisbeth E. Knudsen (ACAD, Denmark)

Delegates:

Tuula Heinonen (IN/ACAD, Finland)



Roman Kolar (AW, Germany)



Isabella De Angelis (ACAD, Italy)



Janne Kuil (AW, Netherlands)
3R Experts:

Thomas Hartung (ACAD/GOV, USA/Germany)



Troy Seidle (AW, UK)

Philippe Vanparys (GOV/IN, Belgium)
After this the new Board, which is well equilibrated both in countries and stakeholders present, was welcomed. The new ecopa president, Adela Lopez De Cerain, thanked the audience for being selected as the new president. She also thanked the old ecopa Board for all the work they have done in the past.

Old ecopa president Vera Rogiers wished the new Board Members good luck with the future of ecopa.
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