Guidelines for the conduct of Collaborative Research 

using the GenOSept Resource

The GenOSept Consortium has collected DNA and comprehensive phenotypic data from more than 2000 patients with sepsis. Members of the Management Committee, the Connsortium Partners and the ESICM are committed to fully utilising and sharing this resource with fellow investigators for the purposes of high quality scientific studies investigating the role of genetic variability in sepsis susceptibility and outcomes. It is acknowledged, however, that such collaborations must be governed by clear guidance regarding access to the resource, intellectual property (IP) and arrangements for publication/dissemination of research findings, including authorship. In preparing this guidance it is recognised that the supply of DNA is finite, necessitating adjudication of access, although whole genome amplification remains an option.

Proposals for collaboration may involve either requests to access elements of our completed genotypic and phenotypic database or to utilise the DNA resource for additional genotying (candidate genes, copy number variation, etc). In some cases such requests will relate to attempts to replicate previous findings, to provide increased power or to use our cohort as a comparator group, in others investigators may require a “look up facility” for genome wide associations. Ultimately we envisage that the GWA study results will be made public (e.g. at the National Genome Research Institutes “Category of Published Genome Wide Association Studies”). In general the Management Committee will be responsible for reviewing and adjudicating external applications to access the collection and approving arrangements for collaborative studies, as well as suggestions for investigations to be pursued by the whole group. The recommendations of the Management Committee will require approval by the Steering Committee (which includes all Consortium Partners). Disagreements will be resolved by a majority vote of members of the Management and Steering Committees (each Consortium partner has one vote). The Management Committee will also be responsible for ensuring that all studies comply with the existing ethics approvals for GenOSept. Ethical concerns not resolved to the satisfaction of the entire Management Committee will be referred to the Data Trustee and/or a biobank ethics expert from the EU for adjudication.
A hierarchy of access to the resource is envisaged (see also template below):
1. GenOSept Consortium Partners
It has been agreed from the outset that members of the Consortium would be able to access the completed resource in order to pursue their own particular research interests. Priority will therefore be given to applications from Consortium partners, who will nevertheless be expected to submit an outline of their proposal to the Management Committee for scrutiny. The Management Committee will circulate their recommendations regarding the specific proposal to the Steering Committee for ratification. There will be a 14 calendar day time limit for receipt of responses. If objections (e.g. ethical difficulties, conflicts with ongoing studies) are raised by more than half of the Partners the final decision will be made by a majority vote of the members of the Management and Steering Committees. The intention is that proposals from Consortium Partners/Management Committee members would be declined only under exceptional circumstances.
2. GenOSept Collaborators
(e.g. National Co-ordinators, Lead clinicians in recruiting centres)

Applications from investigators who have participated in, or contributed to the GenOSept resource are encouraged. Written proposals should be submitted to the Management Committee for review/adjudication following which recommendations will be circulated to the Steering Committee for ratification. Where there is disagreement the final decision will be made by a majority vote of members of the Management and Steering Committees (14 calendar day time limit for responses).

3. GenOSept Affiliates
National Investigator Groups who have contributed patients and samples to GenOSept but have collected additional samples (owned, extracted and stored by the National Group) for independent studies with appropriate ethics approval will be designated as GenOSept Affiliates. They will be free, as previously agreed, to access the common phenotypic dataset for their own investigations. They will also be entitled to enter into collaborative research agreements utilising their National resource with third parties. They will, however, be expected to ensure that the GenOSept Management and Steering Committees are aware of all such collaborative research and third party agreements and that the contribution of the GenOSept Consortium is acknowledged on all publications. 
Written proposals from GenOSept Affiliates to access the whole GenOSept resource should be submitted to the Management Committee for review/adjudication, following which recommendations will be circulated to the Steering Committee for ratification. Where there is disagreement the final decision will be made by a majority vote of the Management Committee and Consortium Partners (14 calendar day time limit for responses).
4. Independent Scientific Investigators
Formal scientific proposals from independent investigators will be peer reviewed by at least two independent experts and adjudicated by the Management Committee, before seeking the approval of the Steering Committee. Again where there is disagreement the final decision will be made by a majority vote of members of the Management and Steering Committees (14 calendar day time limit for responses). Decisions will be based predominantly on the scientific quality of the proposal and the availability of adequate funding and resources. 

5. Commercial/Industry
Proposals for collaboration with industry have the greatest potential to be contentious, particularly with regard to funding and IP arrangements. These studies will be peer reviewed by at least two independent experts and adjudicated by the Management Committee before seeking the approval of the Steering Committee (28 calendar day time limit for responses). Such collaborations will require the development of robust agreements, including legal advice. In general access to the resource will be restricted to specific genetic variants and all data will be anonymised; the link between genotypic and phenotypic data will remain with the GenOSept Consortium, designated members of the Consortium being responsible for bringing the two databases together. 
Intellectual Property, Commercial Development, Authorship and Acknowledgements (see also GenOSept Consortium Agreement and Addendum)
Intellectual property will be shared between the originators of the scientific proposal, the Management Committee and the Consortium. Any commercial development, patents or financial advantage arising from analyses conducted on the clinical material (i.e. human samples and data derived from patients in the GenOSept studies) will be shared equally by the ESICM as one partner and the collaborating group. As a general principle each Consortium Partner is able to exploit their own knowledge. The precise arrangements will be agreed at the outset for each proposal and will be guided by the level of contribution made by each organisation and individual investigators. These decisions and arbitrations will be subject to discussion and, if required voting (simple majority) by members of the Management and Steering Committees.
Named authors on all publications that have utilised the resource will include the members of the GenOSept Consortium/Management Committee who have contributed significantly to the specific collaborative research project in question and fulfil criteria for authorship according to Internationally accepted guidelines. In all cases the GenOSept Consortium will be acknowledged either as “............and the ESICM/ECCRN GenOSept Investigators” or “..........on behalf of the ESICM/ECCRN GenOSept Investigators” depending on the precise nature of the collaboration. Lead clinicians, recruiting centres and National Co-ordinators will be acknowledged at the end of major publications. The arrangements for authorship and acknowledgements will be agreed at an early stage in the development of each research proposal. A brief description and the subject of any proposed publication or communication shall be submitted to the Steering Committee. Consortium Partners will have a period of 14 calendar days in which to lodge any objections to the proposal.
Sample Tracking and Storage
The GenOSept DNA collection will be stored centrally at one of the three National Consortium Genome Centres. For projects involving new genotyping the Management Committee will decide whether to perform genotyping centrally (in general the preferred option) or to approve the release of DNA aliquots to the Investigators. A precise record of the quantities of any DNA distributed will be maintained; users will be expected to account for and return material surplus to their requirements. Released samples will not be used for additional unapproved studies or be passed on to others.
