RETHINK                                                                                      

Periodic Activity Report: Year 2 

[image: image4.png]



Proposal/Contract no.:
PL 018776

Project acronym:






RETHINK

Project full title: 
Mini-pigs as models for the toxicity testing of 

new medicines and chemicals: impact assessment

SPECIFIC SUPPORT ACTION
SIXTH FRAMEWORK PROGRAMME

PRIORITY 1

Life Sciences, Genomics and Biotechnology 

for Health
Periodic Activity Report : Year 2
Period covered: from 01 March 2007 to 30 April 2008 




Date of preparation: 15 May 2008
Start date of project: 01 March 2006







Duration: 26 months

Project coordinator name: 
Roy Forster

Project coordinator organisation name: 
CIT




Contents

3Publishable executive summary


5Section 1 – Project objectives and major achievements during the reporting period


5Project objectives


5Main achievements in the reporting period.


8Section 2 – Workpackage progress of the period


9Section 3 – Consortium management


9Section 4 – Other issues


10Section 5 – Plan for using and disseminating the knowledge (PUDK)


12Annex 1: List of meetings


13Annex 2: Programme of mini-symposium


14Annex 3: Poster presentation





Publishable executive summary 
Funded by the European Community 6th Framework programme contract no PL 018776, the RETHINK project is in the final steps to completion. 

The objective of the RETHINK project was to evaluate the potential impact of toxicity testing in the minipig as an alternative approach in regulatory toxicity testing that can contribute to the replacement, refinement and reduction of animal testing (3Rs).  

The project was articulated in four work packages. In WP1, the groundwork and preparation was made by the Steering Group. In WP2, invited expert participants, organised into Working Groups, reviewed the available knowledge base regarding the use of the minipig. In WP3, the conclusions of the Working Groups were presented at a plenary meeting. Finally in WP4, the text prepared by the Working Groups was finalised to form an impact assessment report (to be published in coming months).

Minipigs are strains of domestic pigs that are markedly smaller than farmyard varieties, and thus better adapted to laboratory housing. The pig closely resembles man in many features of its anatomy, physiology, biochemistry and lifestyle. In particular, the cardio-vascular system, skin and digestive tract are considered to be very good models for man. Because of these similarities the toxic effects of chemicals and drugs in pigs may resemble the effects in man more closely than do some other commonly used laboratory animals. The pig also has some features that make it a very practical model for laboratory studies. Finally, being a food animal, testing in the minipig may be more acceptable to the public than animals such as dogs or monkeys.
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Photographs taken at the mini-symposium held at the 47th Annual Meeting of the Society of Toxicology, Seattle, March 2008
The RETHINK project steering group was a team drawn from four principal stakeholders: CRO’s (Dr Roy Forster, Project Coordinator), Pharmaceutical Industry (Dr Gerd Bode), Regulatory Authorities (Dr Jan Willem van der Laan) and Minipig producers (Lars Ellegaard). The Steering Group assembled groups of experts drawn from around Europe to participate in expert study groups. These study groups reviewed the available knowledge base on pigs and minipigs, covering different areas and addressing questions about the utility, validity, added value and ethics of minipigs in toxicity testing.   

The results of the project are presented in a detailed report shortly to be published. Individual chapters of the report cover:

· Ethical aspects of minipig use in safety testing

· Ensuring the welfare needs of minipigs in laboratories

· Current regulatory attitudes to minipig use in safety testing

· The role of minipigs in toxicology testing strategies
· Application of new safety testing technologies to minipigs

In addition the report addresses gaps in knowledge or “technical gaps” regarding the use of minipigs in safety testing and the potential areas for future research.
For more information the RETHINK project coordinator can be contacted at: coord@rethink-eu.dk .
Section 1 – Project objectives and major achievements during the reporting period

This report covers the second year of activity of the RETHINK project (FP6 contract PL 018776, Specific Support Action). The report presents an overview of general project objectives and a summary of the objectives for the reporting period, work performed, and the main achievements in the period. A Periodic Management Report is submitted separately covering the same period.
Project objectives
The objective of the RETHINK project was to evaluate the potential impact of toxicity testing in the mini-pig as an alternative approach in regulatory toxicity testing that can contribute to the replacement, refinement and reduction of animal testing (3Rs).  The RETHINK project has resulted in an impact assessment report (IAR) which provides regulatory agencies, toxicologists in pharma and chemicals industries, animal welfare professionals, research funding agencies and other interested stakeholders with readily accessible and concise information and recommendations. 

Issues addressed in the IAR include the welfare and ethical use of mini-pigs, the impact on product development and the relevance, validity and comparative value of mini-pigs as models in toxicity testing. In addition the impact assessment report identifies areas where further action or research is required. 

Main achievements in the reporting period.

During the reporting period 
· Workpackage 2 (WP2), (which commenced in the first year of the project (reporting period one), was brought to completion. The workpackage consisted of a series of Working Group meetings to permit review of available information, and the preparation of WG conclusions. .
· Workpackage 3 (WP3) was conducted and brought to completion. The workpackage consisted of the organisation of a Plenary Meeting, and finalisation by the Working Groups of their respective impact statements.

· Workpackage 4 (WP4) was commenced and largely completed during the project period. The workpackage, performed almost entirely by the Steering Group, consisted of the collation, editing and finalisation of the impact report. There was also dissemination activity, with the organisation of a mini-symposium. Work by the Steering Group on the final touches needed for publication is continuing beyond the contractual period for the project.

This has permitted the following principal achievements:

· Plenary meeting of all invited experts to comment on WG and overall project conclusions

· Availability of Impact Report (in non-finalised form)
· Dissemination activities at six scientific meetings including the organisation of mini-symposium at the 47th Annual Meeting of the Society of Toxicology at Seattle.
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Section 2 – Workpackage progress of the period

During the reporting period work was undertaken on Workpackages WP2,  WP3 and WP4.
Work Package 2 
The period 01 March to 31 July 2007 was dedicated to completion of WP2 

The greater part of WP2 had already been achieved in Reporting Period One (Project Year One). WP2 was a central activity of the project, in which WG’s met in order to review available information concerning their topic and summarise the available knowledge base and their conclusions in WG reports. One-day or two-day WG meetings were arranged for each of the WG’s. The meetings are listed at the end of this section of the Periodic Activity Report. 

Steering Group members participated actively in the Working Group expert discussions. In addition Steering Group meetings were held, coupled with the WG meetings, in order to define and provide overall management and guidance of these expert (WG) group activities. 
Deliverables (Deliverable D2): On completion of WP2 on 31 July 2007, draft reports were available from the Working Groups.
Milestone M2 was achieved, bringing WP2 to completion. (Milestone M2: Availability of draft reports to permit progress to plenary meeting).

Work Package 3

WP3 was conducted over the period 01 August to 31 December 2007. 

The focus of WP3 activities was the organisation and conduct of the plenary meeting, where the principal findings and conclusions of each group were presented to all project participants. This meeting took place in Copenhagen on 7th December 2007.  The content of the presentations correspond to the content and conclusions of the WG contributions to the RETHINK Impact report. 
The Steering Group was active in arranging the logistics of the plenary meeting, and also in the definition of structure and formats for the presentations of the expert (WG) group activities. 
Deliverables 

· Deliverable D3: Plenary meeting. The plenary meeting was held in Copenhagen on 7th December 2007. 
· Deliverable D4: WG final reports. WG draft final reports were made available to the SG on completion of WP3 (after the plenary meeting).
Milestone M3 was achieved, bringing WP3 to completion. (Milestone M3: The plenary meeting will be held and WG reports finalised).

Work Package 4

Activities on WP4 commenced on 01 January 2008 and continued until the termination of the funded project period on 30th April 2008.

Following finalisation of the reports from individual WG’s the Steering Group undertook activities, meetings and telephone conferences to collate and edit individual chapters to produce the overall Impact Assessment Report. An introductory chapter outlining the objectives of the project and a final chapter presenting the overall conclusions of the project have been drafted.

Dissemination activities were undertaken with the organisation of a mini-symposium at the 47th Annual Meeting of the Society of Toxicology at Seattle, to present the RETHINK project conclusions to an expert audience. Presentations were made at five other scientific meetings.
Deliverables 

· Deliverable D5 Impact Assessment Report. Work by the Steering Group is continuing beyond the contractual period for the project to bring the entire report into publishable form.
· Deliverable D4: Completion of dissemination program: Completion of the dissemination program is foreseen once the published report is available.
Milestone M4: Workpackage WP4 is not yet fully completed (see above). Steps are underway to ensure completion. (Milestone M4: Availability of the Impact Assessment Report and dissemination to stakeholders and the scientific community).
Section 3 – Consortium management

Since a significant part of the funded project activities are management activities, the consortium management is described in Section 2 for each of the Workpackages. The Steering Group consortium management activities correspond to the management activities described in the Technical Annex, 

Section 4 – Other issues 

There were no other issues of relevance to the development of the project during the reporting period.
Section 5 – Plan for using and disseminating the knowledge (PUDK)

Since the product of the RETHINK project is the Impact Assessment Report, and not original research or new research findings, the whole project is conceived with dissemination clearly in mind.

Section 1 - Exploitable knowledge and its use

The project reviewed the existing knowledge base. The generation of exploitable knowledge was not foreseen and no new exploitable knowledge was generated.

Section 2 – Dissemination 
Dissemination activities were undertaken during the second reporting period (Year Two) and continued beyond the funded period, as summarised in the table below. 
Overview table
	Dates
	Type


	Type of audience
	Countries addressed
	Size of audience
	Partner 

	Sept. 2007
	Poster presentation at Eurotox annual meeting (Amsterdam)
	Expert scientific  public
	EU/Global
	900 attendees
	Steering Group

	March 2008
	Mini-symposium  held at the Annual Meeting of the Society of Toxicology (Seattle) 
	Expert scientific public
	USA/Global
	70 
mini-symp attendees

	Steering Group

	Oct 6 – 8, 2008
	Poster presentation at Eurotox annual meeting (Rhodes)
	Expert scientific public
	EU/Global
	700 attendees
	Steering Group (LE) 

	Nov 03. 2008
	Poster presentation at the conference of European Partnership for Alternative Approaches (“Europe Goes Alternative”)  (Brussels)
	Expert scientific public & policy makers in 3R’s
	EU
	500 attendees
	Steering Group (LE) 

	Nov 05-06
2008
	Verbal presentation at the Minipig Research Forum (Copenhagen)
	Expert scientific public & users of minipigs
	EU/Global
	60 attendees
	Steering Group (JWL)

	Dec 03-04 2008
	Poster presentation at East Mediterranean ICLAS Regional Meeting
	Experts in laboratory animal science
	East Med.  Region
	180
attendees
	Steering Group (LE)


Section 3 - Publishable results
The project reviewed the existing knowledge base. The generation of exploitable knowledge was not foreseen and no new exploitable (publishable) knowledge was generated.

Current Plan 

On completion of the project the Impact Assessment Report (IAR) will be available. The IAR will be disseminated in three ways in order to maximise the value and impact of the work undertaken: publication, electronic availability and presentations.

1. Publication
The RETHINK Impact Assessment report will be published and distributed to relevant stakeholders.  Secretarial and IT support for the report drafts, publication and distribution will be provided by Participant 1. 

Publication of the report as a special issue of a scientific journal is planned.  This solution has advantages as follows:

· production quality will be professional and of a high standard; 

· additional copies of the special issue can be purchased for distribution;

· the report will be referenced in bibliographic and abstracting services such as MEDLINE

· the report can easily be obtained by researchers through bibliographic services

The editor of the Journal of Pharmacological and Toxicological Methods has already given agreement in principle to publication in a special issue, subject to peer reviewed acceptance. 
The report will be distributed to targeted stakeholders and researchers in the area, as identified by the WG’s and SG. A copy of the report will be sent to the Committee on Human Medicinal Products (CHMP), a committee appointed by the European Medicines Evaluation Agency (EMEA), requesting a discussion of the report by the CHMP Safety Working Party and a presentation of the report’s findings by the Steering Group.

2. Electronic availability
The report will also be made available by download from an internet web-site. 

3. Meeting presentations
See section 5.2 above.

Annex 1: List of meetings 
	No.
	SG/WG/other
	Description/place
	Date

	Reporting Period One



	1
	SG1
	Brussels, Belgium
	27 April 2006

	2
	SG2
	Berlin, Germany
	17-18 May 2006

	3
	SG3
	Amsterdam, The Netherlands
	28-29 June 2006

	4
	SG
	Telephone conference
	23 August 2006

	5
	SG4 + WG1
	Kobaek, Denmark
	7-8 September 2006

	6
	SG5 + WG2
	Amsterdam, The Netherlands
	30 Oct. – 1 Nov. 2006

	7
	SG6
	Paris, France
	18-19 December 2006

	8
	SG7 + WG3
	Barcelona, Spain
	25-26 January 2007

	Reporting Period Two


	9 
	SG8 + WG4
	Berlin, Germany
	26-27 April 2007

	10
	SG9 + WG5
	Zürich, Switzerland
	5-7 July 2007

	11 
	SG10
	Amsterdam, The Netherlands
	5-6 November 2007

	12
	PLENARY
	Copenhagen, Denmark
	7 December 2007

	13 
	SG
	Telephone conference
	14 February 2008

	14
	Dissemination
	SOT, Seattle, USA
	19 March 2008

	15
	SG11
	Amsterdam, The Netherlands
	8 April 2008

	16
	SG12
	Paris, France
	15-16 May 2008


Annex 2: Programme of mini-symposium
Minisyposium on RETHINK project

Weds March 19, 2008

5-7pm in the Sheraton Hotel, Seattle

Satellite meeting of 47th Annual Meeting of the Society of Toxicology, Seattle

--- o ---

Opening by the chairperson, Dr. Abigail Jacobs (US-FDA)

Introduction, Dr Gerd Bode

Animal Welfare aspects, Dr Mark Prescott, NC3RS

Minipigs in safety testing, Dr. Gerd Bode 
Minipigs and upcoming technologies, Dr. Jan Willem van der Laan
Regulatory impact of testing in minipigs, Dr. Jan Willem van der Laan
--- o ---
Annex 3: Poster presentation

This poster was presented at the Eurotox annual meeting (Oct 2008), Conference of the European Partnership for Alternative Approaches (EPAA; Nov 2008) and East Mediterranean ICLAS meeting (Dec 2008).
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Workpackage One








STEERING GROUP 


Preparation of WG composition, contract, WG reporting format and organisation of WG meetings








Workpackage Two











WG MEETINGS 


Review information, summarise knowledge base, prepare conclusions on issues. Draft outline impact statement. Interleaved periods for follow-up, documentation & reflection





WG MEETINGS





Prepare Draft final impact statement for plenary meeting. 








Workpackage Three








PLENARY MEETING





Cross-talk and consolidation


Finalise impact statements





Workpackage Four








STEERING GROUP 


 


Collate, edit and finalise impact report. Dissemination of report and mini-symposium
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