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Background

The Strategic Advisory Group of Experts (SAGE), the body set up in 1999 to provide
guidance to the WHO Department of Vaccines and Biologicals (V&B), held its second
annual meeting on 11 and 12 June 2000 in Geneva, Switzerland.

Meeting agenda

Over the two-day meeting, SAGE heard presentations, and deliberated, on V&B’s
three priority projects – polio eradication, immunization safety and accelerated vaccine
introduction. A second session was devoted to the V&B budget for the 2000-2001
biennium. Strengthening immunization services, under consideration as a V&B priority
project, was the topic of the third session. The fourth and final session focused on
The Global Alliance for Vaccines and Immunization (GAVI).

First session: V&B priority projects

Polio eradication

Discussion topics

� Problems faced by eradication efforts in conflict areas

� Improving quality of immunization campaigns in areas of intensive polio
transmission

� Difficulty for poorest countries to undertake supplementary eradication
activities

� Coordination with industry required on polio vaccine needs during and after
eradication

� Choosing polio vaccine type (oral or inactivated) and strains to stockpile after
stopping immunization

� Likely duration of national immunization days (NIDs)

Executive summary
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SAGE recommendations

� SAGE notes that there is a very elaborate and detailed strategic polio eradication
plan†  that has been subject to technical and expert review by several groups.
SAGE is convinced that the plan fully encompasses the work to be undertaken
and endorses the certification target date of 2005 and the long-term objectives
of the plan.

� SAGE believes it has a significant role to play in ensuring that polio eradication
activities do not impact negatively on other programmes and asks Director
V&B to keep SAGE appraised of the way the Polio Eradication Initiative is
affecting health services.

� SAGE congratulates Drs Melgaard and Aylward for progress in polio
eradication to date. Particularly striking is the progress made in India, where
mop-up efforts by nationals have been amazingly successful and where as few
as 89 virus-confirmed cases of polio have been detected to date in 2000, most
of them in just two States.

Immunization safety

Discussion topics

� Injection safety and vaccine safety, two facets of immunization safety

� Type and range of issues to be brought before the Global Vaccine Safety
Advisory Committee

� Vaccine safety as a topic for a World Health Assembly resolution

SAGE recommendations

� SAGE believes vaccine and immunization safety to be one of the most important
issues that the vaccine community faces. A major catastrophe that could have
been prevented by timely, appropriate action could destroy the whole vaccine
edifice. SAGE therefore strongly supports efforts to develop efficient,
continuous monitoring systems and sound scientific evaluation systems, with
a view to anticipating the occurrence of vaccine-related adverse events.

Accelerated vaccine introduction (AVI)

Discussion topics

� Possible creation and functions of a steering or oversight committee for the
AVI project

� Vaccines being considered for introduction into developing countries to be
studied first for safety, then for efficacy

† Global Polio Eradication Initiative Strategic Plan 2001-2005 (WHO/POLIO/00.05).
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SAGE recommendations

� SAGE considers the current activities of the AVI project essential for facilitation
of the introduction of new vaccines. It did not identify additional activities
that might be needed.

� SAGE urges WHO to be in close touch with all the other players involved in
the introduction of new vaccines, most specifically those that are devoting
funds to vaccine introduction initiatives, such as the Bill & Melinda Gates
Children’s Vaccine Program and the International Vaccine Institute, and also
the vaccine industry, which is strongly promoting the development of new
vaccines. WHO’s responsibility in working with countries to introduce new
vaccines should also not be forgotten.

� Oversight of WHO’s roles and activities in this area should be a function of
SAGE. A SAGE subcommittee should be appointed to review and oversee the
AVI priority project and should begin its work at the next regular SAGE
meeting.

Second session: 2000-2001 V&B budget

Discussion topics

� WHO budgetary reform and evaluation of budgets for individual V&B activities
in relation to overall regional-plus-headquarters V&B budget

� Lack of data on worldwide expenditure on immunization

� Difficulty for potential donors to understand relationship between WHO and
GAVI

� Budget trends for V&B activities and need to increase funding for immunization
safety

SAGE recommendations

� SAGE urges Director V&B to examine in detail if funding for vaccine-related
activities is sufficient and to make clear to the donor community the respective
roles of WHO and GAVI.

Third session: Strengthening immunization services

Discussion topics

� Benchmarking to monitor progress in the five component areas of this project

� Need for greater integration of V&B activities with existing institutional
networks

� Shortage of qualified staff in countries

� A broader mandate for Interagency Coordinating Committees (ICCs)

� Strengthening immunization in the context of health systems and health sector
reform

� Local vs. global planning for immunization activities

� Risk management as an integral part of immunization programmes
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SAGE recommendations

� SAGE believes that benchmarking and espousal of ambitious but realistic targets
should be adopted not only for vaccine coverage but for all V&B priority
projects. However, without adequate quantification, it will be impossible to
evaluate the attainment of these V&B targets. For vaccine coverage in
particular, there is a clear need to strengthen local data collection and to develop
criteria on which to decide the type of data needed to demonstrate, through
benchmarking, that an immunization programme is operating effectively.

� SAGE also believes that existing coordinating mechanisms in countries, in
particular the ICCs, should be strengthened and their functions expanded to
cover the whole spectrum of immunization activities, particularly local
advocacy.

� SAGE invites its members to bring to the notice of the V&B Secretariat
individuals or organizations or institutions that work either alone or in networks
and that could be invited to contribute, in the regions and in countries, to the
fulfilment of V&B objectives.

Fourth session: GAVI

GAVI objectives and milestones

Discussion points

� Functions and structure of GAVI

� Role of SAGE in relation to GAVI

� Gaps in and implications of GAVI milestones

SAGE recommendations

� SAGE supports the GAVI milestones as outlined but requests GAVI to consider
milestones in relation to yellow fever, rubella, rabies and Japanese encephalitis.

GAVI Global Fund for Children’s Vaccines (GFCV)

Discussion topics

� UNICEF’s role in GAVI funding

� Challenges and pitfalls facing GAVI

� Mechanisms and criteria for responding to country applications for GAVI
funding

� Assistance to countries in formulating applications for GAVI funding
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SAGE recommendations

� SAGE fully endorses the stipulation that funding released to countries by the
GFCV is not intended to replace existing funds available in the countries but
rather to provide additional new resources.

� SAGE urges Director V&B to make staff available to countries that show
promise of fulfilling GAVI prerequisites but lack the capability to make a
satisfactory application for funding. SAGE is concerned that every country be
given an opportunity to share the newly available resources. SAGE should be
kept continuously informed of fund applications so that it can monitor the
needs of countries.

Proposed GAVI Task Force on Research and Development

Discussion topics

� Terms of reference of proposed task force

� Relationship of proposed task force to WHO

Vaccine research in WHO

Discussion topics

� V&B’s vaccine research and development activities in the context of newly
available resources.

SAGE recommendations

� SAGE strongly endorses the opening at some unspecified time in the future of
a window or sub-account for research within the Global Fund for Children’s
Vaccines and recommends that the GAVI Task Force on Research and
Development, if and when it comes into being, be given the role of coordinating
and implementing the creation of that sub-account.
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1.1 Opening remarks

Professor Sir Gustav Nossal, chair of the Strategic Advisory Group of Experts
(SAGE), opened the session by reminding meeting participants that since the last
meeting of SAGE in November 1999 the Global Alliance for Vaccines and
Immunization (GAVI) had been established and that SAGE would have to position
itself in relation to this new entity. SAGE would, as a result, have to assume a new
role in a new universe – a universe in which for the first time the vaccine and
immunization scene would benefit from significant financial resources, thanks to the
influx of funding that attended the birth of GAVI.

Professor Nossal added that the WHO Department of Vaccines and Biologicals
(V&B) already receives a certain amount of financial support from the Bill and Melinda
Gates Children’s Vaccine Program and continues to have close relations with other
major players in vaccine research and development, notably the International Vaccine
Institute (IVI) in Seoul, Korea, the National Institutes of Health (NIH) in the United
States, and the European Union, as well as with a number of individual countries.

There has also been a change in the role of SAGE, as reflected in its designation as a
“strategic” rather than purely “scientific” group of experts. This change denotes a
broader definition of the scope of SAGE, which no longer focuses only or primarily
on vaccine research and development but now encompasses the whole spectrum of
V&B activities.

1.2 Polio eradication

1.2.1 Presentation

Dr Aylward emphasized the considerable progress that has been made in efforts to
eradicate polio. By the end of 1999, only 30 countries remained with endemic polio,
vs. 50 in 1998. Substantial transmission continues, however, in parts of Asia and
Africa, which means that the goal of eradicating polio globally by the end of 2000
would in all probability not be met.

Urgent, vigorous action is needed to implement the new strategic plan for the period
2001–2005. This plan involves five main activities: intensified national immunization
days (NIDs) and mop-up operations to interrupt virus transmission in the remaining
endemic countries; surveillance and certification activities to document the absence
of polio for the Regional and Global Certification Commissions; strengthening of
the Expanded Programme on Immunization (EPI) on the basis of experience from

1. Opening session and update
on status of priority projects
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the Polio Eradication Initiative; implementation of the global plan of action for
laboratory containment;1 .and the establishment of consensus on a strategy for
ultimately stopping polio immunization.

Regarding the impact of the Polio Eradication Initiative on other preventive health
services, the launching of GAVI has created opportunities to reinforce the link between
polio eradication activities and efforts to strengthen EPI. In December 1999 a meeting
on this topic recommended that a simple matrix of indicators, or checklist,
be developed to help programme managers planning polio eradication activities
in endemic countries monitor the impact of the polio initiative on country health
systems. The checklist covers 10 areas of activity – advocacy, partner coordination,
information-education-communication, social mobilization, planning, cold chain-
logistics, service delivery, surveillance, injection safety, and monitoring. In May 2000,
the Global Technical Consultative Group for Poliomyelitis Eradication (TCG)2

reviewed the checklist and recommended that it be field-tested and that an oversight
committee be set up to monitor the impact of polio eradication activities on preventive
health services.

1.2.2 Discussion

Problem countries

Professor Nossal requested clarification about the problems that polio eradication
efforts are encountering, particularly in carrying out house-to-house immunization
campaigns in the five countries in the throes of armed conflict. Dr Aylward replied
that all the conflict countries have achieved complete or near-complete immunization
coverage since the last SAGE meeting in November 1999. The Democratic Republic
of Congo, for example, has had three separate days of tranquillity, during which
299 of 307 districts were reached, and Sierra Leone covered a large proportion of its
districts in the autumn of 1999. However, the ultimate solution to the problems
encountered in conflict countries will be extensive house-to-house mopping-up
immunization. Surveillance, however, is believed to be a long-term problem because
sustained access is needed. This problem is being addressed through a full-scale
training programme for nationals, particularly in places such as southern Sudan and
Somalia, where about 200 local personnel are working for polio eradication.
Dr Aylward assured SAGE that great emphasis had been put on surveillance, notably
in Afghanistan, Somalia and southern Sudan, even before supplementary activities
began.

Dr Vardhan asked whether WHO has plans to improve the quality of immunization
campaigns, especially in countries where intensive polio transmission continues despite
many NIDs and house-to-house mop-ups? Dr Aylward replied that a staff member
has been hired to coordinate multisectoral advocacy efforts at head-of-state level in
order to improve the quality of immunization campaigns. A national technical staff
infrastructure has been budgeted for and will be widely operational in endemic
countries before the end of 2000. This infrastructure will include 37 international
staff members in Nigeria.

1 WHO global action plan for laboratory containment of wild polioviruses (WHO/V&B/99.32).
2 Global eradication of poliomyelitis. Report of the fifth meeting of the Global Technical Consultative

Group for Poliomyelitis Eradication, Geneva, 8-10 May 2000 (WHO/V&B/00.27).
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Dr Shodu cautioned that every effort should be made to ensure that national budgets
could support planned polio eradication activities. Countries that have experienced
a drop in polio transmission might be unwilling to undertake supplementary
eradication activities. This might be an issue for the next World Health Assembly.
Dr Aylward noted that it is on the political advocacy agenda being put in place.

Vaccine supply

Mr Greco observed that supply of polio vaccine has at times been problematic,
not only for the eradication programme but also for the vaccine industry. One spin-
off of the eradication programme will be better coordination between industry and
the public sector on procurement issues. Manufacturers, however, are concerned
about the post-eradication situation: they need information sooner rather than later
for the planning of long-term investments – information, for example, about the
much-discussed possibility of having different poliovirus strains of polio vaccine.
At the present time, such an option would not make financial or technical sense.
Professor Nossal pointed out that in the context of the closer relationship that is
developing between industry and the public sector, information about post-eradication
scenarios should be shared with manufacturers. Industry, for example, will have to
be informed of the rate at which the current annual need for over a billion doses of
polio vaccine is likely to be scaled back. Dr Aylward agreed that manufacturers
need to know now what the vaccine requirements will be in 2004 and 2005 and what
supplementary immunization activities are planned for individual countries up to
2005. Complete forecasts for the whole five-year plan will have been established by
September 2000.

Post-eradication issues

Which polio vaccine, Dr Zoon asked, the inactivated or the oral vaccine, will be
stockpiled after eradication and cessation of immunization? And, in the case of the
inactivated vaccine, which strains will be selected? What plans are being made for
decontamination of manufacturing facilities? Dr Aylward noted that one meeting on
post-immunization vaccine stockpiling and epidemic control has been held and a
further two are planned. The full spectrum of issues surrounding the cessation of
immunization and the containment of poliovirus are, he said, being fully addressed.

Dr Burgess wished to know when NIDs would cease, assuming all goes according
to plan over the next two years. They will continue, Dr Aylward replied, until the
world is certified free of polio. For individual countries, much will depend on the
level of routine immunization coverage: in many endemic countries, coverage is
low, as is the capacity to detect wild or vaccine viruses. In such countries, NIDs will
continue up to certification. Generally speaking, the plan is to continue NIDs up to
2005 in many countries.

1.2.3 SAGE recommendations

SAGE notes that there is a very elaborate and detailed strategic polio eradication
plan that has been subject to technical and expert review by several groups. SAGE is
convinced that the plan fully encompasses the work to be undertaken and endorses
the certification target date of 2005 and the long-term objectives of the plan.
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SAGE also believes it has a significant role to play in ensuring that polio eradication
activities do not impact negatively on other programmes and asks Director V&B to
keep SAGE appraised of the way the Polio Eradication Initiative is affecting health
services.

SAGE congratulates Drs Melgaard and Aylward for progress in polio eradication to
date. Particularly striking is the progress made in India, where mop-up efforts by
nationals have been amazingly successful and where as few as 89 virus-confirmed
cases of polio have been detected to date in 2000, most of them in just two States.

1.3 Immunization safety

1.3.1 Presentation

Dr Duclos gave examples of progress achieved since the November 1999 meeting
of SAGE:

� Training activities for the monitoring and management of adverse events
following immunization (AEFI), including the handling of media relations,
have been further developed. Efforts have been made to strengthen
collaboration between immunization managers, national regulatory authorities
and pharmacovigilance centres.

� In June 2000, the Global Vaccine Safety Advisory Committee met to discuss
the suspected association of macrophagic myofasciitis with the aluminium used
for vaccine adjuvants.

� A joint WHO-UNICEF-UNFPA statement on injection safety and the use of
auto-disable (AD) syringes for immunization has been finalized.3  There has
been a substantial increase  in the number of AD syringes used globally – from
less than 25 million in 1994 to an estimated 125 million in 1999.

� A joint strategy on safe disposal of injection equipment has been developed by
a WHO intercluster working group in collaboration with the Safe Injections
Global Network (SIGN) and the WHO Department for the Protection of the
Human Environment.4

� Intense efforts are under way to define indicators and methodologies for
monitoring progress in V&B’s immunization safety project, and in May 2000 a
subgroup of the Steering Committee on Immunization Safety met to review
this work.

Dr Duclos observed that immunization safety is a high priority on the GAVI agenda.
The GAVI Global Fund for Children’s Vaccines will provide funding for the
safe injection equipment and safety boxes needed for administration of the new and
under-used vaccines to be procured and delivered with GAVI support. Future GAVI
funding will hopefully be made available for the development of novel safe vaccine
delivery technologies, an activity that currently suffers from inadequate funding.

3 Safety of injections: WHO-UNICEF-UNFPA joint statement on the use of auto-disable syringes in
immunization services (WHO/V&B/99.25).

4 WHO Safe health-care waste management. Aide-memoire for a national strategy for health-care
waste management. September 2000.
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Dr Duclos added that the immunization safety project can build to only a limited
extent on the activities of the Polio Eradication Initiative. Any future major
immunization initiative should, he insisted, incorporate a safety component from the
outset.

He concluded by underlining the lack of resources, particularly human resources,
available to the immunization safety project. This problem has caused delays in the
initiation of certain activities, in particular advocacy.

1.3.2 Discussion

Injection safety vs. vaccine safety

Dr La Montagne remarked that immunization safety has two facets: the safety of
injections, which is a more readily solved problem, given the right equipment and
training, and the safety of vaccines, which is more complicated and often requires
intensive epidemiological investigation. He questioned whether the two facets should
be treated as a single problem, as V&B’s immunization safety project seems to do,
or as two distinct problems. Dr Duclos replied that the immunization safety project
addresses both facets but not together as a single problem. Efforts, he said, will be
made to dispel any misunderstanding on this point. The two facets, he added, can be
taken together but sometimes need to be considered separately, as, for example,
with regard to progress indicators or the monitoring of vaccine-related adverse events.
Dr Melgaard pointed out that in 1998 V&B decided to make immunization safety, in
its broadest sense, the topic of one of its three priority projects.

A global committee

Dr Zoon noted that different regions have different levels of sensitivity to vaccine
safety and that there is merit in having a committee, such as the Global Vaccine
Safety Advisory Committee, with a global perspective on global issues – issues,
for example, over vaccine components such as thimerosal and aluminium, and reports
of rotavirus-related adverse events. She sought clarification, though, on the
mechanisms by which these issues trigger the involvement of the committee and on
the process the committee then follows in investigating and making recommendations.
In response, Dr Duclos said that at its two recent meetings, the committee discussed
at length the type of issues that it should be asked to deal with but decided not to
define a clear-cut criterion on which it would decide which issues it would pronounce
on. A lot would depend on the type of event and how the country in which it occurred
was handling it. He noted that the committee, which functions under strict
confidentiality, will participate in discussions about which issues should be brought
to its notice. On this question, Dr Makela pointed to the need for a national
surveillance system that, first of all, provides clear guidelines about the kind of
issues that health authorities or vaccine experts should be expected to deal with.
Secondly, such a system should provide good baseline data from which experts could
determine the frequency of an adverse event in a vaccinated vs. an unvaccinated
population and thereby evaluate the strength of the association between the vaccine
and the event. Thirdly, the system should provide the information and training needed
to respond appropriately to vaccine safety issues. Fourthly, it should educate the
general population about the impossibility of achieving absolute vaccine safety.
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Mr Greco wondered how effectively the committee would anticipate likely
vaccine safety issues, rather than simply responding to events as they occurred.
Dr Duclos agreed that the committee can only work well if it is proactive and tries
to tackle crises before they become crises. But its main function will be to review the
scientific evidence supporting a link between a vaccine and a reported event.

Vaccine-related adverse events and the World Health Assembly

Dr Vardhan observed that failure to bring vaccine safety issues onto an international
public health forum, such as the World Health Assembly – the body best placed to
allay public fears globally – could expose public health authorities to accusations of
shirking responsibility.

Dr de Quadros felt it would be premature to bring vaccine safety issues to the
World Health Assembly because there would be too many questions for which
adequate answers might not yet be available. He suggested that technical advisory
groups in each region could examine these issues and refer those of sufficient
importance to regional committees, which could table a World Health Assembly
resolution dealing with the overall issue of immunization safety.
However, Dr Melgaard doubted whether both facets of immunization safety –
vaccine safety and injection safety – could be satisfactorily covered in a single
resolution. Professor Nossal believed that a resolution on injection safety could be
worded in general terms while at the same time making it clear that vaccine safety is
a V&B priority. Three or four years later, the more sensitive concerns over vaccine
safety could be specifically placed on the World Health Assembly agenda.

Dr Folb noted that one reason for creating the Global Vaccine Safety Advisory
Committee was the need for a supranational, independent, disinterested expert body
able to respond to vaccine safety issues widely recognized as having potentially
grave consequences for international immunization programmes.

Dr La Montagne suggested that for a public health service such as immunization,
the concept of quality, particularly vaccine quality, should be a primary concern,
and that this concept clearly implies safety. Dr Zoon agreed, adding that a resolution
on vaccine quality rather than vaccine safety would bring an equally important but
less controversial message to the world, while to some degree covering vaccine safety
by implication.

1.3.3 SAGE recommendations

SAGE believes vaccine and immunization safety to be one of the most important
issues that the vaccine community faces. A major catastrophe that could have been
prevented by timely, appropriate action could destroy the whole vaccine edifice.
SAGE therefore strongly supports efforts to develop efficient, continuous monitoring
systems and sound scientific evaluation systems, with a view to anticipating the
occurrence of vaccine-related adverse events.
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1.4 Accelerated vaccine introduction (AVI)

1.4.1 Presentation

Dr Wenger outlined the context in which V&B decided early in 1999 that accelerated
vaccine introduction (AVI) should be one of its priority projects within the
programme’s innovation objective. The aim of the project is to find and apply,
by 2003, mechanisms for speeding up the introduction into developing countries of
new and underused vaccines that could be of public health importance in these
countries. The project is primarily concerned with removing or overcoming the
barriers to introducing vaccines into developing countries. Major barriers include a
lack of adequate financing, the absence of satisfactory data on vaccine efficacy and
cost-effectiveness, and on the burden of vaccine target diseases, and the need for
technical assistance on logistics, supply and quality control.

These barriers correspond to critical stages in the introduction of new vaccines into
developing countries. The first stage involves the coordination and funding of research
projects to determine vaccine efficacy in a developing country setting; the second
stage, the collection of reliable disease burden and vaccine cost-efficacy data relating
to the specific target diseases; the third stage, the development of guidelines for
vaccine production and quality control; the fourth stage, the identification of reliable
sources of vaccine financing and supply; the fifth and final stage, the provision of
technical assistance for the actual introduction of the vaccines.

Applying this paradigm to current vaccines would put rotavirus vaccines in stages
one to two; pneumococcal vaccines in stages one to three; Haemophilus influenzae
type b (Hib) vaccines in stages two to five; and a hepatitis B vaccine in stages three
to five.

V&B’s AVI project involves specific activities for a number of new vaccines at each
of these five stages.

More specifically:

� On vaccine efficac – A Phase II pneumococcal vaccine efficacy trial has been
completed and a Phase III trial begun in the Gambia. Studies are under way to
characterize rotavirus strains in Africa and Asia.

� On disease burden and vaccine cost-effectiveness studies – Partners have agreed
to collaborate on the development of tools to assess disease burden and vaccine
cost-effectiveness relating to hepatitis B, pneumococcal and Hib vaccines.

� On quality control – Guidelines for testing Hib conjugate vaccines have been
completed and work has begun on guidelines and reference reagents for quality
control testing of meningococcal and pneumococcal conjugate vaccines.

� On vaccine supply and financing – Two new staff members have been hired to
assist with global and country financing and supply issues. Collaboration has
begun with GAVI partners for financing through the Global Fund for Children’s
Vaccines and for the evaluation of supply needs for new vaccines.
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� On technical assistance for the introduction of new vaccines – Four medical
officers have been hired to assist with regional and national prioritization of
vaccine needs and with strategy development and technical assistance for
vaccine introduction (including assessment of disease burden and advocacy).
A tool for assessing immunization services has been developed, together with
modules for the introduction of new vaccines, as part of a broad collaborative
effort to improve immunization programmes and introduce new vaccines.

� On coordination with partners – AVI staff continue to collaborate closely with
GAVI in country activities, notably in assisting countries in applying for funding
from the Global Fund for Children’s Vaccines. Other key partners include
UNICEF, the United States Agency for International Development (USAID),
the World Bank, and technical agencies, including the Centers for Disease
Control and Prevention (CDC) in the United States.

Dr Wenger sought SAGE guidance on three questions: Do current AVI activities
enhance WHO’s participation in new vaccine introduction? Are there other activities
WHO should be engaged in to accelerate new vaccine introduction? Should a steering
or oversight committee be created for the AVI project?

1.4.2 Discussion

Oversight committee

Dr Makela suggested that if an AVI oversight committee were to be set up, one of its
key tasks would be to identify the project’s essential activities, such as vaccine
introduction studies, so as to ensure that these activities, which are likely to be
long-term, receive sustained funding. Dr Slamet added that an oversight committee
should also examine cost issues and the social consequences of new vaccine
introduction.

Safety first

Dr Zoon felt that lack of data on safety and efficacy rather than just efficacy should
be identified as the first barrier to introduction of a new vaccine. This would reaffirm
the importance of vaccine safety.

1.4.3 SAGE recommendations

SAGE considers the current activities of the AVI project essential for facilitation of
the introduction of new vaccines. It did not identify additional activities that might
be needed.

SAGE urges WHO to be in close touch with all the other players involved in the
introduction of new vaccines, most specifically those that are devoting funds to
vaccine introduction initiatives, such as the Bill & Melinda Gates Children’s Vaccine
Program and the International Vaccine Institute, and also the vaccine industry,
which is strongly promoting the development of new vaccines. WHO’s responsibility
in working with countries to introduce new vaccines should also not be forgotten.

Oversight of WHO’s roles and activities in this area should be a function of SAGE.
A SAGE subcommittee should be appointed to review and oversee the AVI priority
project and should begin its work at the next regular SAGE meeting.
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2.1 Presentation

Mr Zaffran outlined the V&B budget for the 2000-2001 biennium, which totals
US$ 61 million. The bulk of that total comes from extra-budgetary funding,
and most of that is earmarked for specific activities, mainly polio eradication (Figure 1).

Figure 1: V&B 2000-2001 budget by source of funds

2. The 2000-2001 V&B budget

Mr Zaffran reminded the meeting that V&B’s work is structured under three main
objectives – accelerated disease control, innovation and immunization services. It is
carried out by five teams working across the three objectives – Quality Assurance
and Safety: Biologicals (QSB), Vaccine Development (VAD), Vaccine Assessment
and Monitoring (VAM), Access to Technologies (ATT), and the Expanded Programme
on Immunization (EPI) (Figure 2).
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Figure 2: V&B budget per team and per objective
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The Department has in addition three priority projects – accelerated vaccine
introduction (under the innovation objective), immunization safety
(immunization services) and polio eradication (accelerated disease control).
These priority projects receive about half of the total V&B budget (see Figure 3).
Mr Zaffran drew SAGE’s attention to shortfalls in funding for the priority projects
over the biennium (Figure 4).

Figure 3: Priority projects
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Figure 4: Additional income required for priority projects
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2.2 Discussion

Salaries or vaccines

Professor Nossal asked whether the budgets for the different V&B activities
concern salaries as opposed to the procurement of vaccines. Mr Zaffran explained
that these budgets referred to the headquarters and interregional V&B budgets,
of which staff salaries account for about 30% and the remainder for activities in
countries. Vaccine supply is not included in this budget. The polio eradication budget,
he pointed out, is growing because of increasing recruitment of consultants,
purchase of vehicles and laboratory activities.

The parts and the whole

Professor Nossal also sought clarification on how the budgets for the different
V&B activities relate to the world’s total immunization effort. SAGE needs, he said,
to be given an overview of the whole picture and to see activities such as polio
eradication, the maintenance of immunization programmes and the introduction of
new vaccines in the context of that big picture.

Mr Zaffran remarked that it is quite difficult to monitor overall immunization activities
and that GAVI has plans to support ongoing monitoring of multilateral and national
funding for immunization.
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Dr Melgaard noted that all the regional budgets do not yet conform exactly to
the structure of the headquarters budget. A budget reform process currently under
way in WHO will have consolidated all budgetary procedures by 2002-2003.
All V&B activities will be consolidated into one programme budget that will show
how the individual components relate to the overall V&B strategic plan and to the
individual targets stipulated in that plan. As to a broad overview of financing for
immunization, currently it might be possible to show total donor inputs, but it is
difficult to determine how much individual countries contribute to the total picture.

Dr Makela observed that many people outside vaccine circles have difficulty
understanding the relationship between WHO and GAVI. Dispelling such confusion
might help potential donors identify areas of activity where they could provide
additional resources.

Budget trends

Dr Zoon requested information on how the budget fluctuates from year to year and
how the distribution of resources for 2001-2002 compares with that of the previous
biennium. Mr Zaffran replied that the total budget has increased, mostly from an
increase in the polio eradication budget. The Accelerated Vaccine Introduction project
also has a larger budget, largely through support from the Bill and Melinda Gates
Children’s Vaccine Program. The budget for immunization services has remained
relatively stable.

The budget and V&B priorities

Dr Melgaard questioned SAGE as to whether it believes the relative distribution
of V&B resources is in line with the programme’s priorities as set out in the
V&B Strategic Plan.5

Mr Greco felt that an expansion of funding for injection safety and vaccine quality
might be called for. Dr Zoon agreed, and wondered whether enough funds were
being allocated to vaccine quality and safety, which required, among other things,
meetings of scientists to provide expert guidance.

2.3 SAGE recommendations

SAGE urges Director V&B to examine in detail if funding for vaccine-related
activities is sufficient and to make clear to the donor community the respective roles
of WHO and GAVI.

5 Vaccines, Immunization and Biologicals: 2002-2003 Strategy (WHO/V&B/00.02).



� "���������� �!

3.1 Presentation

Dr Olivé outlined the background and proposed strategy for a V&B project to
strengthen key immunization functions and public health managerial capacity at the
national and district levels. The need for such an initiative stems from the general
observation that vaccine coverage in many countries has been stagnating since the
early 1990s. The causes of this stagnation include poor management, inadequate
access to primary health care services in general and immunization services in
particular, ageing equipment, and high staff turnover. Countries are also confronted
with competing priorities, among them, the need to support polio eradication activities,
a commitment that countries with already fragile immunization services are having
difficulty meeting.

Immunization services, however, can capitalize on the spin-offs that the
Polio Eradication Initiative has brought to countries – new tools and strategies for
reaching poorly accessible population groups, additional resources in staff and vaccine
delivery infrastructure, surveillance systems, laboratory networks and better country-
to-country coordination.

The creation of GAVI and its efforts to improve the coordination of the partners’
activities in countries have brought to the scene new funding mechanisms and strategies
that should facilitate communication and the sharing of knowledge, the introduction
of new vaccines and the development of innovative vaccine delivery technologies.

V&B’s project to strengthen immunization services worldwide will involve all the
programme’s teams, especially ATT, EPI and VAM and will be articulated around
the five components recognized as essential for sustainable immunization services:
service delivery, logistics, vaccine quality and supply, advocacy-communication-
coordination and surveillance. Management tools are being developed for each of
these components.

Specifically, V&B can offer a country support in diagnosing and solving problems
faced by its immunization services, including staff training and supervision,
monitoring, and medium- and long-term planning. Through the Interagency
Coordinating Committees (ICCs), developed for country-level polio eradication
activities, V&B can also help to coordinate activities at the global, regional,
subregional and national levels.

3. Strengthening
immunization services
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Dr Olivé expressed concern, however, at possible shortcomings or gaps in V&B’s
immunization strengthening project, among them, the absence of a uniform systems
approach to formulating strategies and a lack of strong indicators and of high-quality
data. He sought guidance from SAGE on whether one or more of the following
approaches could fill these gaps:

� The development of a new priority project to ensure that immunization
strengthening becomes a priority across all V&B teams.

� The use of standard benchmark indicators.

� The improvement of existing coordinating mechanisms, such as the ICCs and
GAVI’s Task Force on Country Coordination (TFCC).

� The creation of new institutional networks.

3.2 Discussion

Five-point benchmark approach

Dr Kane observed that all the basic concepts underpinning GAVI were covered in
Dr Olivé’s presentation. These concepts have been talked about for a long time but
the coordination has been lacking to put them into practice in the field. The whole
purpose of GAVI is to put these concepts into practice. That means raising the
necessary resources and ensuring the commitment of all partners, including national
governments and bilateral donors, who provide most of the global, regional and
country funding.

For Dr Milstien it is not by chance that the five components identified in Dr Olivé’s
presentation reflect GAVI activities. All five are extremely important for
immunization services: if one is neglected, the whole system falls apart. V&B’s major
priority is to build infrastructure for immunization services. Guidance, she said,
is sought from SAGE as to whether it believes that V&B should give priority to
application of the benchmarking approach to all five components in all overall
assessments of V&B activities and in surveillance and monitoring functions carried
out by ICCs.

Networks

Dr Olivé observed that one of V&B’s failings is that it has not taken full advantage
of existing institutional networks. Could SAGE, he asked, not play a role in enhancing
integration of these networks within V&B activities? Representatives of appropriate
institutions in the regions could be recruited into SAGE. Moreover, SAGE members,
who often have professional links with teaching institutions, could be asked to identify
in their regions networks of public health schools and other institutions that V&B
could join.

Human resources

Dr Shodu was concerned at the high turnover of EPI country staff and wished to
know what V&B plans to do to secure an appropriate, sustainable staffing level,
in quantity and quality, in countries.
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Dr Olivé replied that country staffing is also proving problematic for other
organizations, including UNICEF, GAVI and the Bill and Melinda Gates Children’s
Vaccine Program. V&B has developed a management training programme: its aim is
to try and empower local health service staff by inculcating a sense of responsibility
and commitment and by providing them with a management background in the hope
that they will stay in the health services delivery programme and contribute to the
work of all the GAVI partners.

Professor Nossal suggested that one dividend from the polio eradication drive,
once it has achieved its purpose, could be a recycling of its personnel for general
immunization services. Dr Melgaard agreed that the opportunities offered by the
polio effort should not be lost. By July 2001, the Polio Eradication Initiative will
have 1000 people in the field who could gradually be weaned onto a broader
immunization agenda.

Interagency Coordinating Committees (ICCs)

Professor Nossal commended Dr Olivé for putting strong emphasis on opportunities
and challenges at the country level, since that is where the problems are. He would
strongly recommend that existing coordinating mechanisms, such as the ICCs,
be strengthened, provided they are not so preoccupied with financial issues as to be
unable to take on strategic functions. This raises the question of how these ICCs
work: Do they address all aspects of immunization or is their main effort devoted to
funding for the procurement of new vaccines through the Global Fund for Children’s
Vaccines? Professor Nossal believed that if ICCs could be induced to function
strategically in as many countries as possible and to take on an oversight role over
immunization, a new mechanism for strengthening immunization would not be needed.

Dr Olivé replied that the ICCs have been working essentially on polio eradication
activities, but an attempt will be made to extend their activities to include all
immunization issues. However, this will mean ensuring that the national government
plays a leading role in the ICC and that there exists a good, locally developed national
plan of action to which all the partners are committed and on which they act not
competitively but synergistically. An ICC must be, and be seen to be, useful and
sustainable: that is only possible if it can rely on suitably trained personnel and if it is
managed by competent local staff. Clearly, though, a national focal point is needed
to make sure that all partners are brought into the picture and that action follows
words and pledges. The ICC concept is central to the objectives of GAVI.

Dr de Quadros reminded the meeting that the ICC concept was developed many
years ago in the Americas on the strength of experience gained by the Pan American
Health Organization (PAHO) and the United Nations Population Fund. Initially,
the ICCs were set up to deal with the whole spectrum of immunization activities.
An important working principle for the ICCs is that the partners have to sign an
agreement to work together without duplication of effort at both regional and country
levels. But the commitment has to be made at the country level. A key to the efficient
working of an ICC is its nurturing by dedicated individuals, usually PAHO and
UNICEF staff members. Without such nurturing, an ICC dies, and indeed when
UNICEF’s interest in immunization waned in the Americas, it was difficult to keep
the ICCs operational.
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Dr Kane noted that some countries have very strong national EPI programmes and
are quite capable of managing an ICC. Others have very weak or non-existent
structures and their need of nurturing by the partners is much greater. He asked
Dr de Quadros how ICCs in the Americas are structured so as to achieve maximum
input from governments, even those that are very weak. Replying, Dr de Quadros
said that every attempt has been made to have a high-level government official –
a minister or director-general of health – chair the ICC and inform its participating
partners about the government’s strategic plan, however strong or weak the
government and its plan might be.

Dr Yunes noted that in many African countries undergoing health sector reform the
health ministry faces a dilemma about which health services should be governed and
budgeted for centrally and which, locally. In one sense, immunization is a national
service and a national public good that is an integral part of the health system.
The dilemma also spills over onto the ICC, which is sometimes caught between
overseeing both the national and the local finances.

Dr Olivé replied that in Africa the government usually plays the role of ICC executive
secretary and the partner agencies ensure that the government plays this role
energetically. However, the composition of the ICC must be intersectoral,
with participation from the ministries of finance, planning, transport, police, and
other sectors in addition to health. More recently, the advent of GAVI and its Global
Fund for Children’s Vaccines has heightened the need for coordination among the
different partners in the vaccine and immunization community. Such coordination is
critical for advocacy activities and also for assistance to countries, which must aim
to fulfil countries’ specific needs in a sustainable fashion.

Dr Kane remarked that if the ICCs had been working efficiently and if the donors
had been taking proper advantage of them in a useful way, there would have been no
reason to invent GAVI and an external global fund: both are in a sense an intermediate
step whose goal is to become redundant.

In answer to Dr Duclos, who wondered how professional organizations could be
more involved in activities at the country level, Dr de Quadros replied that it is very
much the role of local ICCs and also of the national government to determine who
can be recruited as partners. In some countries, such as the Dominican Republic,
as many as 18 professional organizations are involved in ICC-coordinated activities,
in addition to numerous small nongovernmental organizations.

Dr Vardhan urged SAGE to recommend that ICCs, which in most countries are
simply dealing with polio eradication funds, expand their role to cover the whole
spectrum of immunization activities. Coming from SAGE, such a recommendation
could transform the whole scene, fostering integration of polio activities into the
health system, followed by integration of other immunization activities.

Dr Olivé added a word of caution. The ICC’s role in relation to polio eradication
adheres to a clear plan of action. Giving the ICC a broader mandate would introduce
different partners and a different modus operandi, with a risk of conflict or overlap
with existing strategies.



� &���������� �!

Health sector reform

Dr Slamet pointed out that Indonesia is undergoing a decentralization process that
is creating logistical problems for its immunization programme. In response to
Dr Olivé’s suggestions, Dr Slamet would opt, not for creating a new mechanism to
strengthen immunization, but rather for improving the existing mechanism.
One worthwhile object of research, she added, would be to determine whether
decentralization is compatible with health reform, including immunization
strengthening, in all countries.

Dr Melgaard observed that the systems approach to reform of the health sector is
much favoured by the international community because it is a very powerful
mechanism for improving the efficiency of the health system, especially in countries
with limited resources. Initially, health reforms focused more on financial efficiency
and lacked appropriate outcome indicators. Since then, health reform has matured
and now uses mechanisms such as outcome orientation, that can strengthen the
capability for key interventions, such as immunization, and these interventions are
being monitored and used as key indicators for health system performance.
WHO seeks to identify health system components that are most appropriate to
outcome interventions, that are essential for delivery of the most cost-effective
services and that provide strong links with other programmes.

For Dr Sakai, advocacy is an important component of health sector reform,
which really is government reform undertaken to bring health sector management
closer to the people. The more accountable to the people a health system is, the
better it responds to the people’s needs. In some countries it is a difficult objective to
achieve but it is an inevitable, universal process. How to monitor the extent to which
the process is achieving its object is a challenge. From the systems perspective, outcome
orientation puts pressure on the system. From the government perspective, the process
must aim at empowerment of the people and include indicators of how well the
health system responds to the people’s needs. That is where advocacy and education
come into the picture, to inform people of their rights in the health system and to
ensure that the public is committed to, and involved in, the improvement of its health
system. The system should be reaching out not only to public health institutions but
also, and especially, to civil society. In the 1980s, UNICEF could approach country
leaders to inform them about what is important in health and education. Now the
overwhelming challenge is to go to the people and tell them what health service
delivery is about.

Dr Kane observed that the new funding environment enjoyed by the vaccine and
immunization community has created a host of new opportunities for implementing
plans and undertaking projects in the 74 poorest countries of the world: for expanding
the role of ICCs, for example, or for strengthening a weak link in the cold chain or
for integrating yellow fever immunization in African EPI programmes. He suggested,
however, that a relevance test be applied to such plans to ensure that they are not
implemented piecemeal but that they are all relevant to national plans as assessed by
the national ICCs.
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Preventive vs. curative

Dr La Montagne noted that immunization is widely considered part of the general
health system. Yet health systems are usually aimed more at providing curative services
for individuals rather than preventive services for populations. Are the two
reconcilable?

Dr Olivé admitted that achieving the right balance between curative and preventive
services is a challenge. But immunization programmes can feed into the general
health services: recent assessments of immunization services in countries undergoing
health reform have revealed problems in the supervision and improvement of staff
performance that were used as object lessons for the whole health system.
Keeping immunization as part of the whole system will help to keep that system on
a more even keel between prevention and cure and restrain its natural tendency to
swing too far towards a curative bias.

Local vs. global

Mr Greco remarked that there is a renewed awareness of the benefits of immunization,
numerous new initiatives and considerable new funding. In this context, should the
countries not be left to work out their own strategic planning and the global planning
efforts be confined to global strategies? The polio eradication effort, for example,
uses the district as the basic unit for strategic planning. Without this bottom-up
approach, expectations may be created that may not be fulfilled and efforts may be
wasted trying to introduce new mechanisms prematurely. The need is for robust
strategic planning at both the global level and the local level. At the global level,
general recommendations could be made regarding the required antigens.
Locally, the ICCs and health authorities would decide which specific vaccine products
should be used, bearing in mind that if the ultimate selection were confined to,
say, only two combination vaccines, supply problems might be encountered.

Professor Nossal concurred, noting that if the new funding being made available by
the Bill and Melinda Gates Foundation raises expectations beyond what can be
delivered, the consequences could be dire.

Dr de Quadros observed that countries applying for funding from GAVI must make
plans locally, and the ICC will examine any financial hurdles that the local plans are
likely to encounter. Only when plans cannot be funded and implemented locally
should they go to a higher level.

Risk management

Dr Zoon drew attention to an increasingly important component of immunization
programmes, namely risk management, assessment and communication.
Risk management focuses on the conduct of an immunization programme, particularly
the efficiency of its post-marketing surveillance, coordination and information sharing,
which together constitute a feedback loop into ongoing action. Dr Birmingham noted
that risk management, assessment and communication is part-and-parcel of a
well-run immunization safety programme.
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3.3 SAGE recommendations

SAGE believes that benchmarking and espousal of ambitious but realistic targets
should be adopted not only for vaccine coverage but for all V&B priority projects.
However, without adequate quantification, it will be impossible to evaluate the
attainment of these V&B targets. For vaccine coverage in particular, there is a clear
need to strengthen local data collection and to develop criteria on which to decide
the type of data needed to demonstrate, through benchmarking, that an immunization
programme is operating effectively.

SAGE also believes that existing coordinating mechanisms in countries, in particular
the ICCs, should be strengthened and their functions expanded to cover the whole
spectrum of immunization activities, particularly local advocacy.

SAGE invites its members to bring to the notice of the V&B Secretariat individuals
or organizations or institutions that work either alone or in networks and that could
be invited to contribute, in the regions and in countries, to the fulfilment of
V&B objectives.
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4.1 Opening remarks

Professor Nossal underlined the need for SAGE to understand and define the
relationship between V&B and GAVI, which has been created as a mechanism for
coordinating the efforts of institutions, governments, industry and other partners to
achieve a better environment for immunization worldwide. SAGE should then
determine how it can best contribute to increasing the effectiveness of that relationship.

4.2 GAVI objectives and milestones

4.2.1 Presentation

Mr Zaffran described the rationale for the creation of GAVI. The alliance, he said,
was set up to address three major problems that were identified by a situation analysis:
stagnating or, in some countries, declining immunization coverage, leaving some
30 million children born every year in developing countries without full protection
against diseases that can be prevented by traditional paediatric vaccines; a failure to
introduce into the poorer developing countries newly developed vaccines against
major child-killing diseases; and limited investment in the research and development
of vaccines against diseases prevalent in developing countries, notably HIV/AIDS,
malaria and tuberculosis.

GAVI marshals the collective resources and capabilities of public and private
institutions to meet the common goal of protecting every child against diseases that
can be prevented by vaccines. The coalition includes the vaccine industry, which for
the first time is playing a strong operative role in a public health alliance of this kind
and is providing valuable input into its priority-setting process.

The major strategic objectives and milestones that GAVI has set itself are:

To counter stagnating immunization coverage

� Objective: improve access to sustainable immunization services so that:

� Milestone: by 2005, 80% of developing countries will have attained an
80% routine immunization coverage rate.

To counter the failure to introduce the newer vaccines

� Objective: expand the use of all existing safe and cost-effective vaccines
wherever they can be used to address a public health problem, so that:

4. The Global Alliance for
Vaccines and Immunization

(GAVI)
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� Milestone: by 2002, 80% of all countries with an adequate vaccine
delivery system, and by 2007 all countries, will have introduced hepatitis
B vaccine; and so that:

� Milestone: by 2005, 50% of the poorest countries with a high burden of
Hib disease and with an adequate vaccine delivery system will have
introduced the Hib vaccine.

� Objective: accelerate the development and introduction of new vaccines and
delivery technologies, so that:

� Milestone: by 2005, vaccine efficacy and disease burden will be known
for all regions with regard to rotavirus and pneumococcal disease and
mechanisms for making the respective vaccines available to the poorest
countries will have been identified.

To counter the limited investment in vaccine research and development

� Objective: accelerate R&D efforts on vaccines and related products needed
primarily by developing countries, particularly against HIV/AIDS, malaria
and tuberculosis. To initiate this process:

� Milestone: by year’s end 2000, GAVI will have presented an analysis of
current market and policy failures and of inadequate levels of R&D and
of commercialisation of candidate vaccines against HIV/AIDS, malaria
and tuberculosis, and will have made recommendations as to how these
problems can be overcome.

To make immunization the centrepiece of international development activities

� Objective: GAVI will conduct advocacy for vaccines and immunization.

The structures GAVI has developed to meet these objectives comprise a 15-member
Board, which offers a forum for dialogue among the partners and also monitors
progress, a Global Fund for Children’s Vaccines (GFCV), which will be used to
provide resources for the 74 poorest countries with a GNP per capita of less than
US$ 1000, a small Secretariat based in Geneva, a Working Group of representatives
of the “implementing partners”, and three time-limited task forces on, respectively,
financing, advocacy and country coordination (the establishment of a fourth vaccine
R&D task force is under discussion).

Countries applying for GFCV grants must have an annual GNP per capita of less
than US$ 1000, an ICC or equivalent coordinating mechanism, and an immunization
plan extending beyond one year. They must also have had an assessment of their
immunization system in the preceding three-year period. Eligible countries with a
coverage rate for the diphtheria-tetanus-pertussis combination vaccine (DTP) of
less than 50% will receive support for their immunization services; those with a
DTP coverage rate of between 50% and 80%, support for their immunization services
and for the introduction of new and under-used vaccines; and those with a DTP
coverage rate of over 80%, support for new and under-used vaccines. The first
review and processing of applications for grants will start in July and the second in
November 2000.
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4.2.2 Discussion

GAVI, an operational or a coordinating body?

Professor Nossal had assumed that GAVI would be simply be a coordinating body
with a very small Secretariat designed to keep partners on target in relation to their
commitments. Mr Zaffran’s presentation suggests that GAVI is taking on operational
responsibilities. Dr La Montagne remarked that GAVI aims to facilitate interaction
between its participating partners in order to achieve synergy of action. The fact
that the GAVI Board is asked to evaluate proposals from countries does to some
extent place the alliance in an operational mode. Responding, Mr Zaffran emphasized
that GAVI is not operational. Most of the work is being done by the agencies
themselves, which is the rationale for having a Working Group composed of staff
members of the partners.

Dr de Quadros sought clarification concerning the structure of the global fund, which,
judging from Mr Zaffran’s presentation, appears to be a separate entity with its own
secretariat. He was also unclear as to the main function of the Working Group and
its relationship to the GAVI Secretariat. Replying, Mr Zaffran noted that GAVI’s
global fund is the one GAVI instrument with a separate legal existence, vs.
GAVI itself, which is a loose alliance. As for the Working Group, its role is to ensure
that the agencies, whose representatives comprise the group, give their strongest
possible support to the alliance.

Dr Kane explained that the global fund simply releases money. All the actual work
will be done by UNICEF, WHO and the other partners, and it will be carried out in
the countries, where GAVI has neither offices nor staff. GAVI does play a coordinating
role: its secretariat collects applications for funding and sends them to a group of
independent experts for evaluation. But the work of formulating plans and putting
together an ICC takes place in the countries. If a proposal for funding is approved,
the money will flow from UNICEF with very little involvement of the GAVI
Secretariat, which only enables the process to happen.

V&B’s SAGE also for GAVI?

Professor Nossal asked whether the V&B SAGE should also be the GAVI SAGE,
providing GAVI with the technical guidance that its Board is not mandated to provide.
Dr Melgaard pointed out that SAGE is strictly a WHO advisory body, essential for
V&B, which would not set priority objectives and milestones without validation
from SAGE. Together, the GAVI Board and Working Group can draw on a wealth
of expertise within or outside the partner agencies. Although GAVI has no established
body for technical guidance, it should not establish additional entities but rather
make maximum use of its existing structures.

Dr La Montagne cautioned against over-dependence on GAVI. SAGE primarily
provides advice to WHO, an independent member of the GAVI alliance, and the
projects SAGE recommends as priorities do not necessarily have to be supported by
GAVI. He added that SAGE has a central role in keeping the attention of the vaccine
community, including GAVI, focused on critical immunization and vaccine issues.
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Mr Greco pointed out that SAGE is a de facto advisory body to GAVI, in that it
advises WHO, which is a part of GAVI. As for the global fund, since it has two of
the most empowering characteristics, legal status and money, its role could expand
in time.

GAVI milestones

Dr de Quadros regretted that neither rubella vaccine nor yellow fever vaccine
featured in the GAVI milestones for underused vaccines. He also suggested that the
milestones be adjusted to tally with the conclusions of the June 2000 Global Forum
on Vaccine Research convened on 7-9 June 2000 in Montreux, Switzerland
(see section 4.4, below).

Dr La Montagne believed that two other vaccines should also be on the GAVI agenda,
those against rabies and Japanese encephalitis. The four infections – rubella,
yellow fever, rabies and Japanese encephalitis – cover a broad band of the vaccine
and immunization spectrum, including research, immunization programmes,
manufacturing and financing.

In the view of Dr Triki, rubella vaccine should certainly be included in the GAVI
milestones: measles elimination has started in many countries, including a good
number that do not vaccinate against rubella, which makes measles surveillance
difficult and hampers the measles elimination strategy. Introducing the rubella vaccine
in these countries, many of which cannot afford the measles-mumps-rubella
combination vaccine (MMR) at current prices, will facilitate measles elimination
efforts.

Dr Melgaard proposed that before the next SAGE meeting an electronic discussion
take place to decide whether and in what form a proposal relating to rubella
immunization might be tabled on the SAGE agenda.

Dr Sakai noted that GAVI asks countries not only to consider its milestones, but also
to present their national plans for activities relating to polio, tetanus, measles and
other diseases of national public health importance.

Professor Nossal suggested that a future SAGE meeting might include a major policy
discussion of priorities for recent or upcoming vaccines. For SAGE, polio eradication
is one of the most important milestones and might well be an overarching GAVI
milestone.

Dr Melgaard observed that the GAVI milestones were formulated in relation to a
selected set of interventions for meeting vaccine or immunization needs, but were
never intended to be all-encompassing. Yellow fever, for example, is certainly an
area that the global fund can support.

Dr Levine underlined the complexity of some of the interventions proposed under
GAVI objectives and milestones. A GAVI milestone, for example, stipulates that by
2005 ways will have been found for making rotavirus and pneumococcal vaccines
available to the poorest countries. Since that milestone was set, the first licensed
rotavirus vaccine has had to be withdrawn and only one pneumococcal vaccine is
about to be marketed. If and when the necessary data become available for introducing
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vaccines into developing countries, translating that information into practical
deployment of the vaccines would require not only funding for purchasing the
vaccines but more importantly hundreds of millions of dollars and many years’ work
to build the necessary production facilities.

4.2.3 SAGE recommendation

SAGE supports the GAVI milestones as outlined but requests GAVI to consider
milestones in relation to yellow fever, rubella, rabies and Japanese encephalitis.

4.3 The GAVI Global Fund for Children’s Vaccines (GFCV)

4.3.1 Presentation

Dr Kane gave an overview of GAVI and the GFCV. The alliance was drawn into
existence by what Professor Nossal has called the “millennial winds sweeping through
the fields of immunization”. It can be viewed as a new way for national immunization
services and partners in development to work together to achieve their respective
national, regional and global goals.

The members of the alliance – international organizations, multilateral and bilateral
agencies, foundations, the research community, the vaccine industry and technical
organizations – should focus their resources and expertise on national immunization
programmes. The system they form is held together through a set of common
assumptions and beliefs. GAVI, which oversees the coordination and coherence of
this system, ensures that all its elements, each drawing on its specific strengths,
work towards the same set of ultimate goals and that the total operation functions
with maximum efficiency and effectiveness.

Dr Kane outlined some of the shortcomings of the traditional system that the GAVI
alliance will address. Poor management, for example, has been identified as a major
weakness of immunization services in countries: the traditional response of
development partners has often been to offer unsustainable or inadequate technical
fixes. Over the past decade, the partners have tended each to play out a different
agenda, rather than adhering to a common vision. Too little information has been
available to allow evidence-based decisions to be made at the country level. Resources
have been too limited to allow countries to plan or make commitments for more than
one or two years, forcing immunization managers to allocate resources to ad hoc,
partial, piecemeal solutions.

To this “bits-and-pieces” scenario, GAVI brings additional resources, basic
management principles and a coherent vision.

Dr Kane outlined the substance and functioning of the GFCV. The fund was
established through an initial gift of US$ 750 million from the Bill and Melinda Gates
Foundation. Attempts are being made to raise an additional US$ 1 billion over the
next five years.
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Eligible countries prepare their funding requests, complete with a long-term plan,
with assistance from their national ICCs; the requests are assessed by GAVI;
those approved by the GAVI Board are transmitted to the GFCV Board,
which releases the funds to a UNICEF working account.

There are two sub-accounts (or “windows”). One sub-account will be used to procure
new and underused vaccines, such as the hepatitis B, Hib and yellow fever vaccines,
and the necessary safe injection equipment, such as auto-disable syringes and safety
boxes. The other sub-account will release funds to strengthen immunization services.
The total amount from this second sub-account will be released in two stages:
An initial sum will be given in advance, calculated on the basis of targets set by the
recipient country; the balance will be given on confirmation that the targets have
been reached. The total amount from the second sub-account will depend on the
number of vaccine procurement “shares” earned by the requesting country – every
newly immunized child earns for the country one share, worth $20 in GFCV funds.
In this way, the funds released from the second sub-account are linked to performance,
so that monitoring of how the funds are actually used is not required.

In addition, Dr Kane noted, a Fund Board advises on and approves the GFCV’s
investment policy, participates in fundraising and ensures that the funds are used to
support immunization in developing countries. The Fund Board does not oversee
technical issues, which are dealt with by the GAVI Board.

4.3.2 Discussion

UNICEF’s role

Dr Sakai made a clarification regarding UNICEF’s role in the GFCV:
UNICEF holds the GFCV funds in trust for GAVI. These funds are not part of
UNICEF’s income, which will continue to be raised through UNICEF’s own
fundraising programme.

Challenges facing GAVI

Dr Olivé highlighted a number of challenges facing the practical application of the
GAVI and GFCV process, starting with the need to begin the process as quickly as
possible. Much will depend on how satisfactorily the GAVI partners fulfil their
advocacy role and make clear, in the countries and the regions, what GAVI and the
global fund are and what they can offer. The partners will also have a key role in
assisting countries in formulating their applications and in making sure the attendant
guidelines and other related documentation are user-friendly. Challenges looming
further in the future include the need to monitor the whole process of introducing
new vaccines and to strengthen immunization infrastructures. The success of that
process will depend to a large extent on close collaboration among the GAVI partners
and that in turn will depend on a sense of mutual understanding, respect and good
communication throughout the alliance. Dr Olivé reminded the meeting that the job
of eradicating polio is not yet completed and that a good balance must be found
between finishing this job and reinforcing immunization services. He also outlined
the role of GAVI’s Task Force on Country Coordination (TFCC). Initially, this task
force will focus on the 74 poorest countries eligible for GFCV support but will
subsequently extend its scope to other countries in need. The role of the TFCC
includes the coordinating of GAVI briefing visits and the fostering of national capacity
building.
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Funding applications

Dr de Quadros wished to know how the members of the GAVI expert group reviewing
country proposals were selected and the relationship between that group and the
ICCs, whose role it is to review and approve country plans. Mr Zaffran replied that
the experts reviewing applications were nominated by the GAVI Executive Secretary,
Dr Tore Godal, on the strength of suggestions by the GAVI Working Group.
The experts are primarily from low- and middle-income countries and represent a
broad range of expertise. The group does not judge one application in relation to
others, but each on its own merits – namely, the extent to which it meets all the
conditions and the technical validity of the country’s plan of action that has to
accompany the application. The group draws the GAVI Board’s attention to an
application’s shortcomings. Dr Kane added that the ICCs will examine all the plans
accompanying the applications, will review the expert group’s comments on the
applications and will be expected to act on these comments.

Dr Slamet remarked that during a recent GAVI visit to Indonesia, Indonesian officials
brought up the country’s need of assistance to cover the government’s shortfall in
resources for the introduction of hepatitis B vaccine. It was made clear to them that
GAVI support cannot be provided for budgeted government expenditures.

Dr Kane emphasized that GFCV funds cannot be used to replace funds already
available. They are intended as new, additional resources. There are countries,
such as China, India and Indonesia, for which the standard GAVI process does not
apply. For one thing, these countries make their own hepatitis B vaccine. For another,
their size and needs are so great that they could use up the fund’s entire reservoir.
And thirdly, despite their low per capita GNP, they have more resources than many
other countries. Dr Vardhan pointed out that the governments of these countries
might find it difficult to mobilize national resources and suggested that this be taken
into account in considering their eligibility for GAVI support. Dr Kane noted that
discussions are under way with the government of India: one option being considered
is for India to submit to the regular GAVI process, completing its long-term planning
and possibly applying for funding for new vaccines for the better organized Indian
states and for support of infrastructure for the poorer states. Separate negotiations
are under way with China and Indonesia.

Assisting countries to apply for GAVI funds

Dr Folb wondered to what extent countries with promise and need but not the
capability to produce a satisfactory application for funding would receive assistance
from GAVI to produce a successful proposal. Dr Kane pointed out that since there
are no GAVI offices or officials in countries, GAVI would have to rely on partners
already present in the countries to provide the necessary assistance. The critical
challenge for the GAVI process as a whole is for all GAVI partners to work together
in the countries to provide support for the preparation of applications.

Dr Melgaard noted that the human resources available to V&B in the field are
extremely limited and suggested that this constraint be borne in mind by those
reviewing country applications. Dr de Quadros cautioned that without permanent
staff in the countries, the GAVI process will not be properly implemented.
He suggested that the availability of such staff should be taken into account in GAVI
planning.
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4.3.3 SAGE recommendations

SAGE fully endorses the stipulation that funding released to countries by the GFCV
is not intended to replace existing funds available in the countries but rather to provide
additional new resources.

SAGE also urged Director V&B to make staff available to countries that show promise
of fulfilling GAVI prerequisites but lack the capability to make a satisfactory
application for funding. SAGE was concerned that every country be given an
opportunity to share the newly available resources. SAGE should be kept continuously
informed of fund applications so that it can monitor the needs of countries.

4.4 Proposed GAVI Task Force on Research and Development

4.4.1 Presentation

Dr Levine presented a draft of the terms of reference for a proposed GAVI task
force to oversee vaccine research and development. The need for such a task force,
he said, stems from the number and diversity of different actors in the vaccine
community involved in vaccine R&D. They include governmental research institutes,
academic research programmes, vaccine manufacturers, biotechnology companies,
private vaccine development initiatives, and units within ministries of health.

The proposed task force’s mission would be to assist GAVI partners in accelerating
the development and introduction of vaccines and in research and development efforts
on vaccines and related products specifically needed by developing countries,
including vaccines against HIV/AIDS, malaria and tuberculosis. The task force would
work closely with WHO’s Initiative for Vaccine Research (IVR), which incorporates
the vaccine R&D components of V&B, TDR and the WHO-UNAIDS HIV Vaccine
Initiative (HVI).

Participants at the Global Forum on Vaccine Research held on 7-9 June 2000 in
Montreux, Switzerland, and sponsored by GAVI and by WHO’s IVR, agreed that
the task force would be responsible for the setting of global R&D priorities and for
the convening of an Annual Global Vaccine Research Forum. This Forum would
aim to enhance communication, coordinate research activities worldwide and provide
an interface between the task force and the wider R&D community. Opinions differed,
however, as to whether the work of the task force should embrace the entire R&D
continuum, from basic research to post-licensure studies of priority vaccines, or
should be confined to a few selected tasks or products. The meeting participants
concurred with the recommendations of the GAVI Secretariat and the GAVI Working
Group that the task force should be co-chaired by representatives of academia,
industry and WHO, and comprise widely respected individuals representing the
different vaccine development constituencies and areas of expertise.

Dr Levine ended his presentation with several options for accelerating the availability
of vaccines, especially in developing countries. These options include public-private
partnerships involving major multinational vaccine companies or vaccine producers
from large developing countries or the creation of “virtual” companies for single
products.
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4.4.2 Discussion

Task force terms of reference

Referring to the discussions at the Global Forum on Vaccine Research in Montreux,
Dr Melgaard observed that the consensus was certainly in favour of a GAVI Task
Force on Research and Development. However, it was generally felt that the terms
of reference of the task force still require wide approval from the vaccine research
community, possibly through a further consultative meeting, and will in all probability
have to be revised.

GAVI R&D Task Force in relation to WHO

Professor Nossal asked what the relationship would be between the GAVI Task
Force on Research and Development and SAGE. Replying, Dr Levine said that SAGE,
through its role in advising WHO, indirectly oversees all related agendas,
including the agenda of the proposed GAVI R&D task force.

Dr La Montagne observed that the Global Forum on Vaccine Research is of great
value to the vaccine research community in that it addresses a wide range of
constituency groups. Some of these groups have expressed concern that with its
proposed new emphasis on HIV/AIDS, malaria and tuberculosis, the Global Forum
may become too narrowly focused. To avoid this possibility, the Global Forum could
help the partners in the vaccine research community develop a global vaccine R&D
agenda. Certainly, the GAVI Board should be informed about the major streams and
undercurrents of research and how they can best be put to use. At the same time,
the Global Forum should also provide its invaluable input to WHO and other GAVI
partners.

Dr Levine agreed that the Global Forum should have a global focus and believed
that the most pressing task is to ensure that its members possess great experience of
the developing world. Moreover, future venues for the Global Forum could be chosen
in Africa or Latin America, possibly at a clinical trial site.

Dr de Quadros wondered how the proposed task force would avoid duplication with
WHO committees in certain areas. To this concern Dr Levine responded that when
WHO has fully worked out its own vaccine research agenda, the task force will
undoubtedly find in WHO a valid partner with whom it can work in harmony and
synergy.

4.4.3 Vaccine research in WHO

4.4.3.1 Presentation

Dr Aguado made a brief presentation outlining where WHO’s vaccine research
efforts stand today. Two WHO clusters support vaccine research: the Communicable
Diseases (CDS) cluster, supporting work on vaccines against leishmaniasis, malaria
and schistosomiasis, and on vaccination strategies to prevent typhoid, cholera,
influenza and meningitis; and the Health Technology and Pharmaceuticals (HTP)
cluster, supporting work on vaccines against  pneumococcal disease, rotavirus
diarrhoea, bacterial diarrhoea, meningitis, measles, polio, Japanese encephalitis and
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cervical cancer due to human papilloma virus, and HIV/AIDS, and on strategies to
simplify immunization. Work on vaccines against tuberculosis and dengue is shared
between the two clusters.

A key question on which Dr Aguado sought guidance from SAGE concerns the role
V&B should play in vaccine research and development in order to contribute to the
fulfilment of GAVI objectives and at the same time pursue its own agenda. She was
convinced that WHO must now put its vaccine research activities in order and become
more efficient, purposeful and selective, especially at a time when new groups with
new resources are entering the scene. Subsidiary questions she put to SAGE concerned
the roles V&B Steering Committees and Working Groups should now play;
the possible need to create a V&B product research and development committee
(as TDR has had for some time now); the potential contribution of V&B vaccine
research to the IVR; and how sustained, substantial financial support might be garnered
for V&B’s continuing vaccine research activities. Dr Aguado also felt that order,
perhaps in the form of merging or dovetailing, might be needed among the different
advisory bodies overseeing vaccine research, in particular TDR’s Scientific and
Technical Advisory Committee (STAC), the proposed GAVI Task Force on Research
and Development and SAGE. Concluding, Dr Aguado pointed to certain areas of
activity where she believed WHO could make a difference, among them, devising
simpler ways of administering immunization, facilitating and coordinating clinical
trials, establishing standards and providing ethical guidance, building capacity in,
and fostering transfer of technology to, developing countries, accelerating the
application of research results to disease control activities, and creating or catalysing
public-private partnerships.

4.4.3.2 Discussion

Commenting on Dr Aguado’s presentation, Professor Nossal remarked that she had
raised a dilemma. For many years, SAGE has had oversight on a small, highly effective
but rather diffusely focused V&B research programme, which initially dealt mainly
with upstream issues but later became more involved in clinical studies.
This programme had a major effect by tugging the conscience of the world’s vaccine
community and prompting large groups, including the NIH in the United States,
to focus their activities very stringently. Another effect, exerted largely through the
annual Montreux vaccine R&D meeting, was to help create a more attractive climate
for relations with the vaccine industry. These results were achieved with a very
modest budget that ranged from US$ 3 million to US$ 6 million a year. Now, funding
is being provided by new sponsors, including the Bill and Melinda Gates Foundation:
over a period of five years somewhere between US$ 15 million and US$ 40 million
will be allocated to each of several selected R&D areas. In the light of this new
situation, V&B and SAGE must re-define their roles, which clearly should focus on
the unique strengths of WHO.

Dr Melgaard agreed that TDR’s STAC, V&B’s SAGE and WHO’s IVR should be
re-assessed with a view to streamlining their common activities. This exercise could
best be integrated into current WHO efforts to develop a strategic framework for
all WHO research-related activities.
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On a question from Dr de Quadros as to where in WHO downstream vaccine
research was being supported, Dr Aguado replied that downstream research,
particularly on disease burden and other epidemiological studies, cuts across all WHO
groups involved in vaccine research.

4.4.4 SAGE recommendations

SAGE strongly endorses the opening at some unspecified time in the future of a
window or sub-account for research within the Global Fund for Children’s Vaccines
and recommends that the GAVI Task Force on Research and Development, if and
when it comes into being, be given the role of coordinating and implementing the
creation of that sub-account.

SAGE once again endorses the Montreux Global Forum on Vaccine Research, which
it believes could develop into the most significant scientific meeting of the year with
respect to vaccines of interest to developing countries.

SAGE notes that within WHO there are several technical overview groups involved
in various aspects of WHO’s own vaccine research endeavour and urges Director
V&B to propose options for rationalizing relations between these overlapping
mechanisms.
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