



DOC 2.08-3.1-G Vaccines

QUESTIONNNAIRE FOR COMPLETION BY THE

CHAIR AND SECRETARY OF THE WORKING GROUPS or SUBGROUPS 

BACKGROUND INFORMATION

The Partnership’s working groups have played a major role in TB control, research and advocacy. Depending on the issue in question the working groups and subgroups have taken different roles and activities. Probably the most important role of the working groups is the completion of their strategic 10-year plans within the Global Plan to Stop TB 2006-15. In general, however, the working groups and sub-groups also serve as forums for engaging TB partners, discussing issues and progress achieved, and coordinating activities.  

Measuring the full effectiveness and efficiency of the working groups and subgroup has proven difficult. One of the recommendations of the Independent External Evaluation of the Stop TB Partnership highlighted the need for the Coordinating Board to review all the working groups periodically. The full recommendations are available at the following web address: http://www.stoptb.org/resource_center/documents.asp
In this regard, the Stop TB Partnership Secretariat has developed this questionnaire to initiate the process of a review and to collect information to assess the status of the current working groups and subgroups. 

A. OBJECTIVES, ACTIVITIES and FUNDING NEEDS OF THE WORKING GROUP or SUBGROUP

1. Describe briefly the objectives of your working group or subgroup

The Working Group on New TB Vaccines provides a forum for dialogue on issues relevant to research, development and advocacy for new vaccines to combat tuberculosis; facilitates coordinated activities to support the objectives and milestones outlined in the Global Plan to Stop TB; convenes stakeholders to discuss key issues related to vaccine development; serves as an objective source of information on TB vaccines and vaccine development; and advocates for increased investment in and support for new TB vaccine development.  The overall objective of the Working Group is to have a safe, effective, licensed vaccine available at reasonable cost by 2015.  Activities to support this objective fall within the following categories: (1) maintain and improve BCG vaccination programmes; (2) discovery and translation research (“keeping the pipeline filled”), (3) facilitate preclinical development; (4) build capacity at vaccine trial sites; (5) ensure availability of vaccine production capacity/scale-up; (6) perform clinical trials; and (7) provide an enabling infrastructure.

2. Describe the key activities to be undertaken by the working group or subgroup in 2008 and 2009 (i.e. activities included in your work plan 2008-2009) (Short description has to be given for each activity)

Priority Area:  Keep the pipeline filled

Convene annual meeting of the Task Force on Innovative Approaches to TB Vaccine Development – The Task Force plans to convene a meeting on live vaccines in early 2009. This meeting is a follow-up to an initial meeting that was held in 2004
. The purpose of the meeting is to review the status of the development of current live recombinant BCG and attenuated Mtb vaccine candidates and to determine what preclinical, nonclinical and clinical testing as well as manufacturing issues need to be addressed to move these vaccines forward.

Innovative identification of new antigens  – Current new TB vaccine candidates are based on an extremely limited number of tuberculosis antigens. These antigens are highly immunogenic and therefore most likely to provide protective immunity on a population level. However, it would be desirable to identify more TB antigens, to have a reservoir to choose from, i.e. to combine the existing antigens with new ones for induction of stronger or broader immune responses. The Working Group on New TB Vaccines continues to encourage and review new proposals from investigators researching novel approaches for the identification of valuable vaccine antigens including new “peptidome approaches" aimed at identifying target Mtb peptides found on Mtb infected host cells. 
Annual pipeline update – The Working Group on New TB Vaccines will provide an annually updated TB vaccine pipeline.  The update will include broad outreach to vaccine researchers and the scientific community, and is meant to be an inclusive and objective review of potential vaccines and their development status.  It will be posted on the Working Group website and on the Retooling Task Force website.
Priority Area: Build capacity at vaccine trial sites

The Task Force for Clinical TB Vaccine Research has assisted with the development of a Tuerculosis Vaccine Trial Sites Network, TBVACSIN. The objectives of the Network are as follows:

· To share between sites experiences related to TB vaccine trial site development

· To assist each other in building capacity to conduct TB vaccine clinical trials

· To work towards developing feasible diagnostic and quality standards for TB vaccine trials in developing countries

· To strengthen TB vaccine trial capacity in African and other countries

The founding meeting was held in Cape Town in April 2007. The Group meets via regular telephone conference call, at least once a quarter and arranged a face-to-face meeting at the Union conference in November 2007 in Cape Town.
Assist in strengthening of regulatory and ethical capacity in TB endemic countries where trials are being performed - A shortage of staff of National Regulatory Agencies (NRAs) for pharmaceutical products, combined with their lacking TB vaccine-specific expertise, is a major bottleneck for clinical evaluation of new TB vaccine candidates in highly TB endemic, low-income countries. The Working Group will work with existing networks focused on the issue of strengthening regulatory capacity in countries where clinical trials will be performed, such as the African Vaccine Regulators Forum (AVAREF) and the Developing Country Vaccine Regulatory Network (DCVRN) to provide them with information and materials specific to TB vaccines, explore how more advanced regulatory agencies can assist in capacity building efforts, and discuss the use of WHO’s prequalification system to introduce new vaccines into developing countries. A TB vaccine session will be held at the annual African Vaccine Regulators Forum (AVAREF) to be held in Tanzania in October 2008 where the status of TB vaccine clinical trials in Africa will be discussed with African regulators.  

Priority Area: Perform clinical trials

Collaborative research study on the development of a functional assay for use at clinical trial sites –A new collaborative research project beginning in 2008 will focus on determining the functionality, reproducibility, robustness, sensitivity and specificity of bactericidal assays in a clinical setting.  This could have broad implications for the field of TB vaccine research in terms of identifying correlates of protection and determining if a vaccine is likely to be effective.  A functional bactericidal assay would make the overall process of TB vaccine research and development more efficient by evaluating immunogenicity of vaccines before large scale field trials, reducing the number of clinical trials necessary, and by facilitating process development, manufacturing and the testing of vaccine lots. 

Defining clinical endpoints – An agreed upon definition of clinical endpoints among the TB vaccine community is needed in order to move vaccine candidates to Phase IIb proof-of-concept and Phase III efficacy trials.  The first meeting of the Task Force was held in November 2007, at which different definitions were reviewed.  Work is ongoing to develop a standard definition. A draft document is being prepared for discussion at the next meeting of the Clinical Task Force for New TB vaccines in October 2008. Coordination with the Working Group on New Diagnostics will be important for this activity.

Priority Area: Provide an enabling infrastructure

Conduct a study on economic impacts – The Task Force on Economics and Product Profiles has recently commissioned a landscape analysis to provide information that will support a well-informed discussion by the Task Force on a range of economic issues critical to the rapid development and deployment of improved TB vaccines, to identify existing resources and gaps in knowledge, and to help the Task Force focus its activities on areas where value can be added and to formulate a research action plan covering the short, medium and long-term.  It is anticipated that this initial analysis will be completed by December 2008.

Convene annual meeting of the Task Force on Economics and Product Profiles –The Task Force on Economics and Product Profiles was established to support the rapid development and deployment of new TB vaccines by gaining an understanding of the associated economic issues and consequences, identifying major economic incentives and constraints, and identifying mechanisms to increase these incentives and decrease these constraints.  The Task Force plans to meet in December 2008 in London.  This initial meeting will focus on cost-effectiveness issues related to TB vaccines, an update on work being done on target product profiles, long-range planning for the Task Force based on the results of the landscape analysis, and Advanced Market Commitments.

 
Convene an annual meeting on advocacy, communications and social mobilization -   Annual meetings, which when possible will be scheduled in conjunction with larger meetings and events at which members and key constituents are likely to be present, will bring together members of the Advocacy Task Force and other interested parties, and will provide an opportunity for in-depth discussion on current activities, sharing of information, and future opportunities to advocate for TB vaccines at the global and country levels.  The Advocacy Task Force is planning its 2008 meeting in conjunction with the Union World Conference on Lung Health in Paris in October.

Production of advocacy material and development of community outreach activities -   Information about the need for TB vaccines and TB vaccine development that is understandable to the lay person and targeted to specific populations (ie, global level and community-based materials) will greatly increase awareness and support for TB vaccine development as an important component of a comprehensive plan to eliminate TB, and will provide the information needed to inform countries and communities about TB vaccines and clinical trials.  The Working Group will identify what resources will be most appropriate to a variety of audiences, what materials already exist, and identify ways to fill gaps in the resources available.

Convene Working Group Annual Meetings – The Working Group will convene annual meetings to update members and interested stakeholders on the objectives and progress of Working Group activities and the status of TB vaccine development projects.  When possible, this meeting will be conducted in conjunction with another major meeting or event at which key stakeholders and members will already be present.

Prepare for 2010 Global Forum on TB Vaccine Development- The Working Group is working with Aeras, TBVI, the Bill & Melinda Gates Foundation, the National Institutes of Health (NIH) and others in the TB community to prepare for a second Global Forum on TB Vaccine Development in 2010, as a follow up to the first Global Forum on TB Vaccine Development that took place in 2001.  The major objective of the Forum will be to review the progress in the TB vaccine field in the past 10 years, and to reframe the goals and global agenda for introducing improved TB vaccines under a defined timeline.  The conference will incorporate the current goals of the Stop TB Partnership and other national and international TB initiatives and will emphasize coordination with TB diagnostics. The conference is expected to take place in spring 2010, but much of the preparatory work will take place in late 2008 and in 2009.

3. Please indicate the annualized targets (2008 and 2009) quantified as far as possible, and demonstrate how each contribute to the Global Plan milestones. 

The Global Plan indicates an ultimate target to eliminate TB by 2050, and acknowledges the key role of new, more effective TB vaccines in achieving that goal.  The Working Group has set an objective to have a safe, effective, licensed vaccine available at reasonable cost by 2015. It is important to note that the role of the Working Group is to facilitate global efforts to achieve these targets, not to develop vaccines or conduct the clinical trials.  All of the activities described in this document have been identified as means to coordinate and accelerate Partners’ efforts to develop, test and eventually distribute new vaccines.

The following targets and indicators were identified in the Global Plan:

Target 1: At least 20 vaccine candidates will have entered Phase I clinical trials by 2015.  To date, eight vaccine candidates have entered clinical trials (some are now beyond Phase I).  According to the latest TB Vaccines Pipeline (March 2008), 11 additional vaccines were anticipated to enter Phase I trials in the 2008-2009 timeframe.  The Pipeline is in the process of being updated, and these numbers may be modified in the coming months.

Target 2: Nine candidates will be evaluated in Phase II trials.  Furthermore, by 2008 there will be at least two vaccines in Phase IIb or “proof of concept” trials.  To date, at least two TB vaccine candidates have entered Phase II clinical trials. Of these, one vaccine candidate is scheduled to enter Phase IIb in early 2009.

Target 3: Carry out a total of four Phase III efficacy trials.  As indicated in the Global Plan, no vaccine candidates are expected to enter Phase III efficacy trials in the 2008-2009 timeframe.  However, many of the activities being undertaken by the Working Group and its members and partners are laying the groundwork for eventual Phase III trials, including defining clinical endpoints, developing a functional assay, strengthening regulatory capacity, and enhancing advocacy and communications efforts.

Results from Phase IIb “proof of concept” trials, the first of which may be seen as early as 2010, will be a watershed moment for TB vaccine development.  These results will, for the first time, provide preliminary indications of vaccine efficacy and will determine which candidates may be suitable for large-scale Phase III efficacy trials.  The Working Group will use the information and data obtained in these trials to reevaluate its goals, targets and indicators and make any necessary revisions.

4. Please describe briefly the structure of the working group or subgroup and its operational modality (core group or none, frequency of meetings, means of communications, etc.).

The Working Group has a Core Group, comprising representatives from research institutions, product development partnership and research consortia, the public sector, private philanthropy, endemic countries and civil society.  The Core Group provides strategic direction for the Working Group.  The Core Group convenes primarily via teleconferences, which take place approximately at least every other month and plans to meet in person once per year. Interim communication is via email.

The Working Group has five task forces: Harmonization of Assays, Issues in Clinical Research, Innovative Approaches to TB Vaccine Development, Economics and Product Profiles, and Advocacy. Task forces generally meet on an annual or biannual basis, as determined by the Core Group, with interim communications via teleconference and email. These task forces have a dual purpose: they are executing the technical aspects of the work of the Working Group, but at the same time they also involve the broader Working Group "community" using the individual members' technical capacities and qualifications, thus creating a greater sense of ownership than through just inviting the Working Group members once a year for an big overview meeting.. 

The Working Group is in the process of evaluating the most effective means of communicating with members and stakeholders, and plans to implement expanded outreach and communications activities in 2009. 

PARTNERS AND STOP TB PARTNERSHIP'S CONTRIBUTION

To evaluate the level of effort the working group or subgroup is expecting to put in (staff and funding).

1. Indicate names of key partners/people responsible and working in developing and delivering each activity described in A.2 in 2008 and 2009.

Priority Area:  Keep the pipeline filled

Convene annual meeting of the Task Force on Innovative Approaches to TB Vaccine Development –This meeting will be coordinated and implemented by Aeras, the Working Group on New TB Vaccines, and TBVI
Annual pipeline update – This update will be coordinated by Aeras in collaboration with the Working Group on New TB Vaccines and TBVI, with input from vaccine developers and the TB vaccine research community.
Priority Area: Build capacity at vaccine trial sites

Establish clinical trialists network –TBVACSIN -  The network currently consists of 4 sites in Africa - Iganga/Mayuge in Uganda,  Siaya district, Kisumu, Kenya, Manhica, Mozambique and Worcester, South Africa. It is planned to include other sites (African and non-African) in this initiative in the future. The network’s activities are facilitated by SATVI and currently funded by Aeras Global TB Vaccine Foundation, USA and the EDCTP – European and Developing Countries Clinical Trial Partnership. The initiative has a extensive international collaborative network and includes KNCV TB Foundation, Netherlands, Karolinska Institute, Sweden, Institute of Tropical Medicine, Antwerp, Belgium, Vienna School of Clinical Research, Austria, Institute of Medical Immunology, Brussels, Belgium and the Swiss Tropical Institute. The network plans to meet in October at the Union meeting in Paris.
Assist in strengthening of regulatory and ethical capacity in TB endemic countries where trials are being performed – This activity will involve the Working Group on New TB Vaccines, WHO Institute for Vaccines and Biologicals, Quality and Safety Standards team (WHO/IVB/QSS), members of the Developing Countries Vaccine Regulators Network (DCVRN) and the African Vaccine Regulators Forum (AVAREF); Aeras; Center for Biologics Evaluation and Research (CBER)/Food and Drug Administration (FDA), USA;  European Medicines Agency (EMEA); Health Canada.
Priority Area: Perform clinical trials
Collaborative research study on the development of a functional assay for use at clinical trial sites - This research study will be coordinated and implemented by the Working Group on New TB Vaccines Task Force on Assay Harmonization; TBVI; and Aeras.  

Defining clinical endpoints – This activity will be coordinated by the South African Tuberculosis Vaccine Initiative in collaboration with the Working Group on New TB Vaccines.
Priority Area: Provide an enabling infrastructure

Conduct a study on economic impacts – The landscape analysis will be coordinated by the Working Group on New TB Vaccines; the Bill & Melinda Gates Foundation, and Aeras.

Convene annual meeting of the task force on economics and product profiles – The meeting will be coordinated by the Working Group Secretariat,the chair of the  Task Force on Economics and Product Profiles, and Aeras.  

Convene an annual meeting on advocacy, communications and social mobilization – This meeting will be coordinated by the Working Group Secretariat and the Chair of the Advocacy Task Force.
Production of advocacy material and development of community outreach activities – Material and outreach activities will be developed by the Advocacy Task Force, in collaboration with other community-based and global advocates and clinical trial site outreach staff.

Convene Working Group Annual Meetings – The Working Group on New TB Vaccines will coordinate and implement the Annual Meetings.  Annual meetings are open to anyone who wishes to attend and participate.

Prepare for 2010 Global Forum on TB Vaccine Development – The  Advisory Group for the Global Forum on TB Vaccine Development includes representatives from Aeras, USA; TBVI, the Netherlands;  Working Group on New TB Vaccines, Switzerland; World Health Organization, Switzerland;  National Institutes of Health, USA; Bill & Melinda Gates Foundation, USA; Foundation for Innovative New Diagnostics (FIND), Switzerland; Max Planck Institute for Infection Biology, Germany; South African Tuberculosis Vaccine Initiative/University of Cape Town, South Africa

2. For the concerned activity, indicate the expected contribution(s) (funding, contractual services, facilities, training, travel, consulting, research, etc) from the partner(s) and the Stop TB Partnership Secretariat.

Priority Area:  Keep the pipeline filled

Convene annual meeting of the Task Force on Innovative Approaches to TB Vaccine Development – Participant travel and meeting related expenses will be shared by Aeras, TBVI and the Stop TB Partnership Secretariat.  Representatives from these groups will contribute their time to the planning and implementation of the meeting.

Innovative identification of new antigens – For the first concrete project developed in this areas, i.e. the "peptidome project", a technical and funding proposal has been developed, and funding for this project is currently being sought. 

Annual pipeline update – Aeras and TBVI will contribute staff time to the completion of this project.  The Stop TB Partnership, via the Retooling Task Force, will coordinate and support printing and distribution.
Priority Area: Build capacity at vaccine trial sites

Establish clinical trialists network – Aeras and EDCTP will contribute to this activity.

Assist in strengthening of regulatory and ethical capacity in TB endemic countries where trials are being performed - Aeras has agreed to fund the initial activities in this area, i.e. in particular a TB vaccine-specific capacity strengthening workshop for African NRAs in the context of the AVAREF in October 2008. Contributions are sought from other partners for follow-up activities in 2009 and beyond.
Priority Area: Perform clinical trials
Collaborative research study on the development of a functional assay for use at clinical trial sites -   A funding proposal has been submitted and is under negotiation.  Funding will most likely be primarily from Aeras with contributions from TBVI and Stop TB Partnership. The Principal Investigator will be based at TBVI.  

Defining clinical endpoints and Develop a “white book” on clinical evaluation of TB vaccines - Aeras and SATVI will coordinate this activity.
Priority Area: Provide an enabling infrastructure

Conduct a study on economic impacts - Funding for this analysis will be provided by the Working Group on New TB Vaccines.

Convene annual meeting of the task force on economics and product profiles - This meeting will be sponsored by the Working Group on New TB Vaccines.  A low- or no-cost venue is being sought.  Task Force members will contribute their time towards the development of an agenda and meeting preparation.  

Prepare for 2010 Global Forum on TB Vaccine Development - It is expected that registration fees will offset some of the direct costs of organizing and implementing this conference.  Sponsors and funding are being sought to reduce the cost of the conference and registration fees. Particular emphasis will be given to encouraging participants from developing countries and new researchers and students to attend.  Advisory board members are contributing their time to conference planning activities.

3. Please indicate how the working group or subgroup engages with its constituencies in a regular manner.

The Working Group has had in the past a designated plenary session at the biannual “TB Vaccines for the World” meeting, which provided an opportunity for the Working Group to engage researchers specifically interested in TB vaccines.  The Working Group also engages constituencies via its task forces, which communicate via email, telephone, and meetings.  

The Working Group, and the field of TB vaccine development, is at a critical juncture.  Now that an increasing number of vaccine candidates are moving from discovery and preclinical development to clinical trials, the Working Group intends to focus increased effort and resources in broadening its constituency base beyond scientists and researchers (which will remain a key constituent) to include nongovernmental organizations, civil society, and the public and private sectors.  This work has already begun through engagement of advocates and civil society via the Advocacy Task Force and the private sector via the Task Force on Economics and Product Profiles.

In the coming months, the Working Group will examine options for most effectively communicating with this broader constituency.  

C. WORKING GROUP vs. SUBGROUP
1. Indicate the added value for your group to be a working group or subgroup? 

Research and development of new TB vaccines is an important part of the Global Plan to Stop TB and global efforts to eliminate TB as a public health threat.  In fact, the Global Plan acknowledges that “the introduction of new, effective TB vaccines will be an essential component of any strategy to eliminate TB by 2050.” (pg. 40)

TB vaccine development is also extraordinarily complex and multifaceted issue, spanning the continuum from basic research and discovery through to product development, clinical testing, manufacturing, licensure and distribution.  There are several issues within the field that will require collaboration and agreement among different stakeholders, some of the key issues being: strengthening regulatory capacity; identifying common case definitions and clinical endpoints; identifying surrogates or correlates of immunity; and enhancing understanding of T-cell immunity. 

In addition to facilitating collaboration on scientific activities, the Working Group also provides a forum for activities related to increasing awareness and understanding of the need for new TB vaccines.  Working Group activities and plans include educating key stakeholders about TB vaccine development and clinical trials through its advocacy efforts; gaining a better understanding of the potential economic impacts of a new, more effective TB vaccine; and identifying target product profiles.  All of these activities are key to gaining acceptance of new TB vaccines - leading to eventual uptake of new vaccines, ensuring that the community is informed and involved in TB vaccine development efforts, and building community, country and global support for new TB vaccines. 

The Working Group structure allows for coordinated and collaborative activity among multiple issues and stakeholders, it helps focus the field of TB vaccine development, allows for the ad hoc development of subgroups and task forces to examine and act on specific issues related to TB vaccine development as they arise, and is a forum to bring together a diverse group of stakeholders working together to achieve goals and objectives set out in the Global Plan to Stop TB.

2. Please specify why you need to continue as a working group or becoming a working group (for subgroups)? Please specify an estimated duration of time for the working group?

TB vaccine development is a unique and distinct component of the Global Plan.  While there is certainly opportunity and need for collaboration and information sharing between the Vaccines Working Group and the other Working Groups, it is important to maintain the forum and the structure that the Working Group provides to the TB community to allow for collaborative activity, discussion and dialogue, such as those activities described in this document.  The Working Group structure also provides the vaccine development community – which is distinct from other communities within TB and global health – with a voice in discussions regarding global TB elimination efforts and strategies to reach global targets and milestones.

It is difficult to estimate the duration of time for this Working Group.  The global target is to have a new vaccine ready for licensure and distribution by 2015, and much needs to be done to achieve this goal.  The Working Group provides valuable support to these efforts.  In addition to supporting progress with current candidates, it is important to maintain support for discovery research.  Continued advances in the fields of microbiology, immunology, genetics and biotechnology will allow for further understanding of complex issues and could lead to the development of even more effective “second generation” vaccines.  It is critical that the forum that this Working Group provides continues to support these ongoing efforts.  
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