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1. Aim

The aim of the ART Cohort Collaboration (ART-CC) is to examine the prognosis of HIV-infected, antiretroviral drug-naïve patients starting combination ART, with a focus on questions that cannot be fully addressed in analyses of data from individual cohorts. In particular, analyses will focus on prognosis of major clinical events (particularly AIDS, AIDS-defining conditions, and death and cause specific mortality).

2. History

The ART Cohort Collaboration (ART-CC) was established in 2001, supported by a strategic grant from the UK Medical Research Council. Further three-year grants commenced on 1 February 2005, 1 February 2008 and 1 February 2012. Details of these applications are available on the investigator pages of the ART-CC web site (www.art-cohort-collaboration.org). The stated objectives of the 2012 grant were:

A:
Develop prognostic models for patients on ART

B:
Investigate heterogeneity in prognosis between regions and settings

C:
Estimate 10-year prognosis and life expectancy

D:
Conduct collaborative work on prognosis in low income settings

E:
Compare strategies for regimen modification (switching)

F:
Estimate the effect of non-adherence to ART

G:
Examine optimal timing of initiation of ART in patients presenting with specific opportunistic infections (OIs)

Cohorts participating in ART-CC have uniformly agreed to contribute their data to conduct the research projects as outlined in the MRC grant for 2012 – 2015. For scientific projects other than those related to the MRC grant for 2012 -2015, cohorts can decide to withdraw their data.

A full list of publications (both clinical and methodological) from the project to date appears on the ART-CC website.
3. Eligibility of Cohorts
Cohorts interested in joining the collaboration should submit a description of their cohort to the coordinating team, who will forward it to the steering committee for their consideration. This should include a description of how data is collected, a tabular summary of available data on antiretroviral-naïve patients who have started ART, and quality control procedures. A condition of participating in the collaboration will be that cohorts fulfil the ethical requirements for this type of research in their host country or countries.

4. Structure of ART-CC

Given the expansion in the size of the ART-CC dataset and the number of participating cohorts, and given the complex relationships between the different cohort collaborations, the organisational structure of ART-CC was adapted during 2008. The three parts of this structure are:

1. The Steering Committee (SC)

The SC is the governing body of ART-CC, and oversees the implementation and conduct of the collaboration in accordance with its principles. The SC includes members representing all the participating cohorts, representatives of patient groups and the project leader. This committee is by intention large in membership, to ensure inclusiveness in the decision-making process.

2. The Executive Committee (EC)

The EC has responsibility for ‘light touch’ oversight of ART-CC, including implementation of ART-CC studies, supervision of the coordinating team and ensuring a distinct role for ART-CC in the context of other cohort collaborations. As such, the executive committee is the link between the ART-CC SC and the ART-CC coordinating team. 

3. The Coordinating Team (CT)

The Coordinating Team (CT) at the University of Bristol (UK), headed by the PI of ART-CC, provides the operational infrastructure for administrative, financial, statistical and technical support of ART-CC.

4.1
Composition and role of the Steering Committee

Every collaborating cohort will be represented in the SC, which will also be attended by the PI, members of the coordinating team and representatives from patient groups. There will be no formal rules as to the number of representatives of each cohort that may attend SC meetings.

It is expected that decisions at SC meetings will be reached by consensus, with formal voting representing a last resort. In the rare event of a formal vote, this will be weighted by the person years contributed to the most recent collaboration dataset.

The SC will be responsible for the governance of ART-CC. The role of the SC will be as follows:

1. To ensure that the ART-CC adheres to its principles and aim, to represent the interests of participating cohorts, and to liaise with the Steering Committees of participating cohorts as appropriate

2. To establish the principles governing the management of ART-CC
3. To elect the ART-CC chair and the members of the EC

4. To evaluate and approve scientific proposals and analysis plans
5. To meet periodically to monitor and assess progress

6. To oversee the writing up and publication in the scientific literature and meetings of results of analyses arising from the collaboration

7. To allocate available funds for statistical analyses to be conducted by cohort statisticians or for travel to conferences

8. To identify and address long-term technical and strategic issues regarding the collaboration, including determining and updating the principles of collaboration

The SC will hold a face-to-face meeting at least once, and preferably twice, per year (subject to the travel budget in the current grant). For the period 2012 to 2015, it is expected that an all-day face-to-face meeting will be held in December or January, with a shorter face-to-face meeting during the International Workshop on HIV Observational Databases meeting in March or April. Additional meetings, usually by teleconference or during other major HIV conferences, will be convened as necessary.

4.2.
Composition and role of the Executive Committee

The ART-CC executive committee (EC) will consist of two representatives from European cohorts and two representatives from North American cohorts, selected by cohort representatives on the ART-CC SC, together with two members of the coordinating team (Jonathan Sterne and Margaret May).
The ART-CC SC will appoint the chair of the ART-CC EC from among the four cohort representatives. The chair will serve for one term of a maximum of 3 years. When the existing chair is due to leave the EC, the SC will select a new chair from among the existing EC members. 

Representatives will serve on the EC for one term of a maximum of 3 years, with an option to be re-elected for another subsequent term of a maximum of 3 years. After a further period of 3 years, previous representatives on the EC may be considered for re-election. 

The EC will prepare proposals to the SC for the election of the next chair and of new EC members, when these are needed. New members will be selected at least a year in advance and will be invited to participate as observers in EC meetings until they become full members.

The EC will have the responsibility, on behalf of the SC, for the management of the collaboration. The EC will invite appropriate members of the SC to its meetings, as required.
The role of the Executive Committee will be as follows:
1. To safeguard the principles of the ART-CC collaboration as established by the SC, and to oversee and facilitate the functioning of the CT.

2. The EC will liaise as required with partner collaborations (for example, COHERE, NA-ACCORD, IeDEA-SA, WADA).

3. The EC will be available to review scientific projects to ensure that they conform to the scientific principles of ART-CC, and assess feasibility (scientific and financial), before submission to the SC for consideration and approval.

4. The EC together with the PI represent ART-CC. The EC will, on behalf of the SC, be responsible for communication between SC meetings with the CT and the PI and with non-ART-CC investigators.

5. The EC has the authority to review the annual report, and other reports from the CT, as required.

6.  The EC will meet at least every two months via teleconference, and more frequently if required. Face-to-face meetings will be held as required. The EC will email notes of these meetings to the SC communicating decisions and action points within a week of the meeting.

7. The EC is responsible for ensuring that any public presentation or manuscript involving findings derived from the use of the ART-CC database are appropriately reviewed by all members of the SC prior to presentation or submission. Abstracts will be circulated within the SC for review at least 1 week prior to the deadline for submission. The minimum circulation time for manuscripts is 2 weeks before submission.

4.3.
Composition and role of the Coordinating Team

The Coordinating Team (CT) at the University of Bristol (UK) consists of the PI of ART-CC, and staff employed to work on the project.

The role of the CT will be as follows:

1. Collection of data from the participating cohorts and for assembly and cleaning of the combined database

2. Ensuring the security of the ART-CC database and adherence to ethical research practice

3. Providing the SC with reports on the status of the database

4. Organizing the meetings of the SC.

5. Compiling the annual summary report for the ART-CC SC.

6. Preparing database extracts for scientific projects approved by the SC. Maintaining a log of datasets used for scientific projects conducted by the CT, and datasets sent to members of the SC leading analyses agreed by the SC. The CT will regularly inform cohorts about the transmission of data

7. Conducting statistical analyses agreed by the SC and assisting participating cohorts at all stages of the design and implementation of approved scientific projects

8. Relaying comments and providing feedback to investigators on scientific proposals and projects

9. Drafting papers for submission to scientific journals

10. Establishing and maintaining the collaboration website

4.4.
Role of the Principal Investigator (PI)

1. The PI and the chair of ART-CC are partners in coordinating ART-CC, including internal and external communication regarding ART-CC

2. The PI is responsible for project accounts and financial reports

5. Assembly of Datasets
A protocol for data to be supplied by cohorts to the CT will be proposed by the SC periodically and submitted to participating cohorts for their approval. European cohorts participating in the COHERE collaboration will provide data via COHERE Regional Coordinating Centres. In general, it is expected that updates will occur every 1-2 years. Datasets from the cohorts will be merged into a database, which will be kept on a secure server in Bristol University. When data on the same patient is included in more than one cohort, the cohorts concerned should supply sufficient information to allow such overlaps to be removed. Data from such patients will be assigned to the cohort responsible for source data collection.

6. Confidentiality of Data

All data held in the database are to be kept confidential by the collaborators, members of their immediate scientific teams, and those involved in coordinating the collaboration. All data supplied to the Collaboration will be anonymized by cohorts.

7. Data Analyses

Only projects that have been agreed to by the SC will be presented outside of the collaboration. Collaborators or groups of collaborators are encouraged to propose projects and analyses, consistent with the overall aims of the collaboration. Collaborators developing ideas for projects are encouraged to consult with the CT. Project proposals must be summarised in a concept sheet (included as an Appendix to this document), which should be circulated a minimum of 1 week before a SC meeting or telephone conference. Concept sheets must be reviewed and formally approved by the SC and discussed electronically and/or at meetings. The concept sheet will list the variables required for the analysis, and will thus be used to define the dataset to be extracted.
If, at a later date, extended analyses requiring more data are needed (for example in response to reviewers’ comments on a manuscript), the request will be circulated by email and must be approved by the steering committee. It is expected that such approval will be granted via email, but a telephone conference will be convened should one or more cohort representatives request it.

Analyses outlined in the grant application are automatically considered approved by the SC and by participating cohorts. However, concept sheets for such analyses should be prepared, circulated to the SC, and made available to participating cohorts. SC members may request that such concept sheets are discussed at a meeting or teleconference.

After a project has been approved by the SC, collaborating cohorts can opt to exclude their data from analyses relating to that project. This should be done prior to extraction of the dataset. Withdrawal of data subsequent to results being available is strongly discouraged because this may bias what appears in the published literature.

Any single cohort may object to a proposed analysis, following which progress will be suspended until the matter has been resolved by the SC, either at a face-to-face meeting, via teleconference, or (if consensus can be reached) by email.

Analyses can be performed at any of the collaborating centres, with the agreement of the SC, and must be restricted to those outlined in approved concept sheets using the specified variables. The CT (see item #4) will maintain a log of datasets transmitted to centres. All ART-CC datasets remain the intellectual property of the ART-CC, with collaborating cohorts retaining ownership of the data.

8. Update and Progress Reports

The principal mode of communication between collaborators will be through the ART-CC email list (ART-CC@jiscmail.ac.uk). Regular reports on progress will be provided by the CT.
9. Circulation of Reports for Comments prior to Submission for Publication

A writing committee will be constituted to pursue and develop a given analysis. The results of analyses will be submitted as presentations in scientific meetings and to scientific journals for publication. Reports will be circulated via the ART-CC list to all SC members for comment in a timely fashion and the writing committee will revise as necessary. Revised manuscripts will then be circulated with a time limit for final comments and approval prior to submission for publication.

10. Authorship of Publications, Reports, Conference Presentations

Scientific reports for publication that are based on all or most of the combined dataset will have the following generic authorship: “The Antiretroviral Therapy Cohort Collaboration (ART-CC)”.

The names of the cohorts contributing data analysed in the paper must appear in the paper. The names of members of the writing committee are to be listed. A list of SC members will also be included, as well as a list of collaborators within each centre. Each cohort is responsible for providing a current list of collaborators. An exception to this general rule will be papers focussing primarily on statistical methodology.

11. D:A:D Collaboration

In general, ART-CC analyses will not focus on adverse effects of antiretroviral drugs. Such analyses are the focus of the D:A:D collaboration, and require the detailed and standardised ascertainment of adverse effects and associated risk factors that are funded, in some cohorts, by D:A:D.

Classification by ART-CC of causes of death makes analyses relating specific drugs to specific causes of death possible, although such analyses would be severely limited because of the small number of events associated with individual drugs. Should any ART-CC collaborator propose such an analysis, (for example to replicate a report of an adverse effect from D:A:D) then in addition to standard ART-CC procedures the concept sheet will be discussed with D:A:D steering committee members, and will not proceed without agreement on methodological validity.

12. Remuneration

At the time of each update, payment will be made to cohorts that contribute data directly (not via COHERE) as a contribution to the costs of provision of data, within the framework of the current funding arrangements.

13. Ownership of Data

All collaborating cohorts retain ownership of their original data.
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