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Summary

Convened in the Americas for the first time, the Fifth Annual Consultative Group Meet-
ing of the Childeen’s Vaccine lnitiative (CV1), took place on 25-26 October, 1995, in
Sio Paulo, Brazll, Dt W, Lee, Executive Secretary of the CVI and Director, Global
Programme for Vaccines and Immunizadon (GPV), WHO, welcomed the 175 partici-
pants from arcund the wotld who came from scientific institutions, industey, national
health ministries, inteznational organizations and the donor community. Reiterating the
theme of the meeting, “Progress Since the World Summit for Children: 1990-19957 Dr Lee
stated that it was an approptiate titne to be analyzing the progress made, not only because
it had been five years since the launch of CVI, but also because the CVI Secretariac had
become mote established in a single location, and the coalition of its membets had be-
come maore cohesive. From this solid base, Dr Lee encouraged CVI to mowve forward and
invited 3ir Gustav Nossal, Director of the Walter and Eliza Hall Insttute of Medical
Research in Australia, to accept chalrmanship of the meeting,

Sir Gustav Nossal introduced De Adib Jatene, the Minister of Health of Brazil, who
officially welcomed participants to the meeting and ¢o the city of 5io Paulo. In his presen-
tation of the Braziltan experence with vaceines and immunization czmpaigns, Dr Jatene
touched upon a number of themes which were later discussed, from a global perspective,
throughout the meeting: disease control and the utilization of widesptead immunization
campaigns; improvements in vaccine supply and quality; and the need for continued vac-
cine tesearch and development. Other importane themes discussed at the meeting were
public sector collaboration with industry and the need for increased advocacy to raise
both politcal commitment and financial resources for vaccines, Described by Six Gustav
as a heartwarming way to begin the meeting, Dr Jatene concluded his morning presenta-
tion by awarding four Qswalde Cruz Medals, approved by President Fernando Enrique
Cardoso, to Dr Claudio do Amaral Jr. and Professor Walter Leser of Brazil, Dr Donald
Henderson of the USA, and Dr Isao Arita of Japan. Concluding remarks to the opening
session were made by Dr Hiroshi Nakajima, Director-Generat of the World Health Orga-
nizadon, who encouraged participants to take an active role in the meeting and to share
their expertise in helping chart the future of CVL

Following the opening, the first session on Wednesday, 25 Ocrober, was “Disease Con-
trol: 1990-1995. It included presentations on topics ranging from polio eradication to
measles elimination and the control of neconatal tetanus, While achievements have been
notable in the delivery of some of the traditional Expanded Programme on Immuniza-
tion (EPI) vaccines, less progress has been made in the introduction of new vaccines. A
ptesentation on the inoductdon of the hepatitis B vaccine in Zimbabwe highlighted some
of the barriers which must be overcome in new vaceine introduction. Presentadons In the
second session of the meeting, “Vaccine Supply, Self-Sufficiency and Quality,” included a
review of efforts to reduce some of these barriers and increzse access to high quality vac-
cines. After 2 review of the Brazilian expetience with vaccine supply, self-sufficiency and
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quality assurance, the second presentation addressed global progress in these ateas. The
third presentation derailed financing mechanisms such as the new UNICEF tender, and
the targeting of assistance to countries with high disease burden and financial need. Finally,
speakets in the last session of the day, “Vaccine Research and Development,” reviewed
progtess in the past five years in the areas of new vaccines and vaceine technologies, infant
immunization, and the potendal for an HIV vaccine. Thanks to breakthroughs in bio-
technology, predictions for the future include 2 greater choice of newer, safer, higher
cuality and, most likely, more expensive vaccines.

Thursday, 26 October, began with a session on “Contributions of Industry: 1990-1995.
With regard to the futute achievements predicted in vaccine rescarch and development, as
well as those already made, the role of industry is pivetal. The need for increased public-
private cooperadon was promoted duting this session, and explored later in the day dut-
ing the workshop on intellectual property rights. As a review of CVI progress, and as a
framework from which to begin workshop discussions, the second session of the morning
was “CVI’s Role into the 21st Century” Presentations in this session addressed the steps
involved from waccine development to introduction, and the fole which CVI can play to
facilitate the progress of a vaccine along the way. Designed to complement the main ple-
nary sessions, and to encourage the active involvement of the participants attending the
VI Consultative Group, four workshops were structured so as to be an integral compo-
nent of the meeting. Convened duting the middle of the day Thursday, the workshops
addressed the topics of: 1) Advocacy for Vaccines and Immunizadon; 2) Choosing Desirable
Vaccines and Vaccine Combinations for the 21st Cenrury; 3) Intellectual Property Rights:
Access to New Technologies and Products; and 4) Financing the Introduction of New
Vaceines. Through active discussions, workshop participants expressed their ideas and
helped chatt the futute of the Children’s Vaceine Initiative. Reports of these workshops
were to be prepared for the CVI Task Force on Strategic Planning, Presentations during
the final session on Thursday, “Advocacy,” stressed the extraordinary value of vaccines,
methods for mobilizing communities for immunization programs, and the Rotary [nter-
national approach to grass-roots fundraising,

Sir Gustav Nossal, Chair of the Fifth Annual Consultative Group, summarized the main
plenary sessions of the meedng He began by giving CVI high marks in vaccine research
and development. He teferred to the rescarch explosion which has taken place since the
1990 World Summit for Children as an “embarrassment of riches”™ There is now a wide
range of diseases being addressed; diverse ideas are being explored 13 to how best strengthen
immune responses; aggressive research is being putsued on mucosal immunity and oral
routes for vaccines; and there are numerous ideas on different vaccine combinations. In
addition to new vaccine research and development, remarkable progtess has been mede in
the application of existing vaceines. We have now reached a point where polio eradication
seems to be an achievable goal in the near future, and some success has been achieved in
measies control. The re-emergence of diphthetia in Europe is, however, 2 sobering remindet
that we need constant vigilance in our disease control and eradication programmes. Re-
garding collaboration with industry, Sir Gustav gave CVI fair marks and noted that lead-
ers from industry need w be involved in CVI as full partners. With its capabilities and
tesources, the involvement of industry is essential. Nonetheless, as progress continues in
vaccine tesearch, development and production, there will be a continuing struggle tor
resoutces. Perhaps what is needed is the demand for a reallocation of priorities. Such a
demand relates to the nced for advoeacy. We must, stated Sir Gustav Nossal, be
ambassadors for CVI and advocate at cockmil parties, as well as in the workplace, for “the
greatest and most cost-cffective health intervention of all time”
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Background

Launched in 1990 at the Wotld Summit for Children, the Childrens Vaccine Initiative
(CVI), was created with the belief thar the continued development of new and improved
vaccines is the most effective way to reduce childhood morbidity and mortality on 2
global level. The long-term vision of CVI is the development of a “super-vaceine” which,
with a single dose administered shordy after birth, could provide cost-effective preventon
against a wide range of infectious diseases. While the long-term goal of creating a “super-
vaccine” may seem daunting, progress towards this goal is being made through the achieve-
ment of a number of intermediate objectives ranging from reseatch on new combination
vaceines, o improvements in vaccine supply, quality and financing. The three main strae-
egies which CVE is using to achieve both its long-term goal and short-term objectives
include: 1) consensus building and information sharing among the diverse people and
groups working in the vaccine field; 2) the coordinaton of priotities, particulatly with
regard to new advances in vaccine development and the identification of “gaps™ in vaccine
research and funding; and 3) the promotion of advocacy efforts needed to raise awareness
and political commitment for the development and introduction of new and improved
VACCINos.

The long-term vision of the Children’s Vaccine Inidative is shared by its five co-sponsor-
ing agencies: the Rockefeller Foundaton, the United Nations Children’s Fund (UNICEF),
the United Nations Development Programme (UNDP), the World Bank and the World
Health Organization (WHO). Membership in CVI s open and inclusive of a broad-based
coglition of individuals, industry representatives, donors, government agencies, non-gov-
ernmental orgznizadons and United Nations organizations which zre wotking towards
the common goal of reducing childhood morbidity and morralicy through the develop-
ment and delivery of new and improved vaccines. This broad-based coalition is known as
the CVI Consultative Group (CG). In order o help coordinate the diverse activities of the
group, the CVI Secretariat was established in Geneva, Switzerland. The Executive Direc-
tor 15 Dr W Lee and, since May of 1995, the first full-time Coordinator of CVI is Dr Roy
Widdus.

Once a year, since its launch in 1990, CVI has organized a Consultative Group Meeting,
This meeting is the one time each year when the CVI Secretariar, its co-sponsors and its
broad-based coalition of supporters all come together to share new information and ideas
for future collaboraton. Previous meetings have taken place in Switzerland, Japan and
the MNetherlands. This year’s Fifth Annual Consultative Group Meeting, hosted by the
CGovernment of Brazil, ook place in the c¢ity of 550 Paulo on 25-26 October, 1995, The
meeting was patticularly important for two reasons. First, through a series of plenary
presentations, participants wete able to feview the progress made during the first five
years of CVIL Second, the meeting was structured so that members of the Consultative
Group could participate in workshops and help chart the directdons CVI will take into
the 21st Century.
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2.

Opening of the fifth annual
Consultative Group Meeting

Dr J.W. Lee, Executive Secretary of the Children’s Vaceine Initiatve and Director, Global
Programme for Vaccines and Immunization (GPV), WHO, opened the Fifth Annual
Congulrative Group Meeting of CVI by welcoming its 175 participants who had travelled
from different geographic regions, and who represented the diverse areas of vaccine re-
search and development, public health, industry, donor agencies and co-sponsoring insti-
tutions. Reiterating the theme of the meeting “Progress Since the Wotld Summit for Chil-
dren: 1990-19957 Dr Lee stated that it was an approptiate tite to be analyzing the progress
made by CVI, not only because of the five-year mark, but also because the CVI Secre-
tariat had become more grounded and its coalition of members had become more cohe-
sive. From this solid base, Dr Lee encouraged CVI to move forward and invited
Sir Gustav MNossal, Director of the Walter and Eliza Hall Institute of Medical Research in
Australia, to begin that process through his chairmanship of the Fifth Annual Meeting,

In his keynote address at last year’s Fourth Annual Meetng in Amsterdam, 3it Gustav
likened CV! to a toddler who was “walking and talking, bur still finding its fect.” As
Chair of the Fifth Annual Meeting, he invited CVI to take heatt in the strides it has made
and the great progress which has been achieved in the past five yeats, a relatively short
petiod of time in human history. Sir Gustav then proceeded to identify three particularly
noteworthy accomplishments in the overall ficld of vaccines and immunization.

First, giant strides have been made towards the global cradication of polio. Etadication
has already been achicved in the Western Hemisphere, and the Western Pacific Reglon is
now close to achieving polio cradication as well. Second, the first steps have been taken
towards meeting the World Health Assembly’s resolution to introduce the hepatitis B
vaceine as the seventh vaccine included in WHO’s Expanded Programme for Immuniza-
tion (EPI} list of recommended childhood vaccines. $ir Gustav did note, however, that
although many countries now have plans to introduce the hepatitis B vaccine, he wished
actual implementation could be quicker. Finally, the third outstanding accomplishment
of the past five years, as identified by Sir Gustav, is the scientific research which has led to
the potential use of nucleic acids themselves as possible vaceines.

Introduced by Sir Gustav, Dr Adib Jatene, the Minister of Health of Brazil, officially
welcomed patticipants, on behalf of the Government of Brazil and the Brazilian people,
to the Fifth Annual Consultative Group Meeting and to the city of Sio Paulo. Acknowl-
cdging the importance of childhood vaccines in general, and to Brazil in pardeular, Dr Jatenc
discussed the Brazilian experience with vaccines and immunization. In his presentation of
the Brazilian expetience, he introduced a number of themes which were later discussed
from a global perspective during the diffetent sessions of the mecting. These themes in-
cluded: discase control and the utilization of widespread immunization campatgns; vac-
cine production, quality and financing; and the need for further research to develop new
vaccines for existing infectious diseases.

Fepor of the fifth meeting of the CVI Consiltative Group




Widespread national immunization policies did not begin in Brazil untl the first oral
polio campaigns in the 1960s and 1970s. The National Programme of Immunization (PNI)
was established in 1973, Immediately confronted with 4 meningitis cpidemic, the PNI
had to quickly develop a new strategy for vaccine delivery: massive immunization catn-
paigns which invelved all sectors of Brazilian society. The most outstanding example of
the success of this type of campaign is the eradicatdon of polio from Brazil which has been
officially recognized by both the Pan American Health Otganization (PAHO) and WHQO.
The maost recent efforts in disease conerol, using this same type of campaign, have been
direcred towards the control of measles. After a measles epidemic accutred in 1990 wich
an outbreak of over 60,000 cases, the government responded by immunizing 48 million
children within a two year period. Between 1992 and 1994, fewer than 100 cases were
reported in the entire country.

In order to support its widespread immunization efforts, the Ministry of Health of Brazil
launched a self-sufficiency programme in 1985 which will be coordinated by a National
Imimunobiolegical Products Authority, currently being established. Acnivities of the self-
sufficiency programme Include a systetn for quality assurance, licensing and testing, and
the organization of a nadonal distribution center which ensures that the cold chain is
maintained duting vacecine distribution, Brazil currently meets half of its own vaccine
needs by production and s in the process of opening new plants for DT and BCG
production. Issues which still need o be addressed in terms of vaccine producdon include
international intellectual property rights which may increase the development costs of
newer products, technology wansfer, and technical and managerial assistance programmes.

Although Brazil has achieved a great deal of success in terms of disease control udlizing
established vaccines, Dr Jatene emphasized the utgent need for research effores directed at
improving existing vaccines such as BCG and meningins B, and to further the develop-
ment of vaccines which are currencly in clinical trials for such parasitic diseases as leish-
maniasis, schistosomiasis and malaria. Rescarch in the area of new vaccines is particalatly
important for a country like Brazil given its biodiversity and the potential for the emer-
gence, ot resemergence of a wide range of infections diseases,

Later described by 5ir Gustav as a positive, heartwarming way to begin the meetding,
Dr Jatene concluded his motrning presentation by awarding four Oswaldo Cruz Medals.
The Oswaldo Cruz Medal honours both Brazilians and foreigners who have worked in
the ficlds of science and education towards advances In medicine and public health, They
ate awarded to individuals who have made contributions to global, collective well-being,
Officially approved by President Fernando Enrique Cardoso, the medals were awarded by
Dy Jatene to: Dr Claudio do Amaral, Je; Dr Donald Henderson; Dr 1sao Arita; and
Professor Walter Leser,

Concluding  remarks to the mornings opening session were made by
Dr Hiroshi Nakajima, Director-General of the Wotld Hezlth Organizadon, On behalf
of CVI and its co-sponsors, Dr MNakajima thanked the Government of Brazil for being
such a gracious host for the Fifth Annuval Consultative Group Meeting. He also showed
his appreciation by stating that this meetng was special in that it was the first time the
consultative group had assembled in the Americas; a tegion which has shown great progress
in its commitment to vaccine self-sufficiency and immuntzation,

Dr Makajima re-emphasized the theme of the meeting by stating that “five years down the
road” from the Wotld Summit for Children, the meeting was the perfect opporwunity to
review the remarkable progress which had been made in disease control, vaccine supply

CVIGEN/96.06 ' 5




and quality, and vaccine research and development. He encouraged participants to take an
active role in the workshops scheduled to take place duting the second day of the meet-
ing, and to share their expertise in charting the future of CVI. This invitation to active
patticipation, as Dr Nakajima pointed our, was also an opportunity for people to tecom-
mit themselves “to another five years of work in pursuit of the CVI goal of expanding
protection against infectious diseases,”

Before turning the microphone over 1o the chair of the first session and inviting pattici-
pants to begin the review of progress made since 1990, Dr Nakajima provided 2 brief
review of the changes in the vaccine world which have taken place among the CVI
co-sponsors themselves. Since their initiation of CVI, the five original co-sponsors have
both recommitted themselves to the collzborative effore, and have contnued to pursue
individual objectives which conttibute to the overall CVI belief that the development of
new and improved vaceines is the most effective way to reduce childhood morbidity and
mortality on a global level.

For example, ar last yeat’s consultative group meeting in Amsterdam, Dr Nakajima an-
nounced the creation within WHO of the Global Programme for Vaccines and Immuni-
zation (GPV), directed by Dr JW. Lee. The GPV now provides a base for CVI, and Dt Lec
serves as the CVI Executive Secretary. The Wotld Bank has initiated a three-year grant to
the CVI Secretariat following its 7293 World Development Report—Investing in Health.
The Rockefeller Foundation, another co-sponsor, has continued its support to the CVI
Secretariat, as well as having founded the Internatonal AIDS Vaccine Initiative (TAVI).
UNDP has committed itself to the development of human and institutional resources
through the creation of the International Vaccine Insdwute IVI) in Scoul, Korea. Last but
not least, UNICEF has continued to redefine its strategies for vaccine procurement and
assistance to help countries achieve sustainable vaccine supply and financing,

Repaort of the fifth meeting of the CGVI Consultative Group




Review ot progtess since the
World Summit for Children

A. Disease control: 1990-1995

Dr J.W. Lee, chair of the first session of the meeting, “Disease Control: 1990-19957
inttoduced Dr Bjorn Melgaard, Chief of the Expanded Programme on Immunizadon
(EPL), WHO/GPV. Dr Melgaard, speaking on the topic, “Global Polio Eradicadon,” began
his presentation with a timely quote from a Danish philosopher, “It is difficult to proph-
esy, especially regarding the furure, One might start, however, by studying the past. Where
ate we coming from, where are we now and so, where are we going? In terms of the
eradication of polio, we are coming from 4 situatdon whete the global coverage of QPV3
for children under one year of age was 48% in 1985, up to 85% in 1990 and then down to
an estimated 82% in 1995, Does this indicate that where we are going is 2 downward trend
in the coverage level of OPV3?

Dr Melgaard does not think so. Although he stated that the 1990 effort could not be
sustained, overall coverage does continue to increase again slowly, Of particular note is
that over 80% coverage has been achieved and maintained in the 1990s, and the African
region has now surpassed the 50% coverage matk for OPV3, High rates of coverage are
being maintained through such activities as national immunizadon days (NIDs) which
were held in 63 countties in 1995, and Operation MECACAR, a combined effort of
NIDs between 16 bordering countries in Europe, the Mediterranean and Central Asian
Regions, Operaton MECACAR has achieved a coverage level of over 90%. The immuni-
zation days are being complemented by increasing viral surveillance of the discase, and an
increasing laboratory network which will allow more countries and regions to increase
surveillance of polio cases and cases of acute flaccld paralysis (AFP).

M course the best evidence of the impact of a disease control programme is the incidence
of new cases occurring. Great progress has been made in the control of polio. While
35,000 cases were reported in 1988, the number of new cases dropped to 10,000 in 1993
and 7,500 in 1994. Also encouraging are the results of 2 group known as the Taylor Com-
mission which examined the Impact of polio cradication campaigns on othet health services,
External positve benefits of polio cradication include impreved planning and manage-
ment capabilities in the health services sector, as well as increased social mobilization.
Negative benefits include 2 “skewed allocation of resources” In the question and answer
period following the session, Dr Mark Kane of WHO/GPV responded to 2 question
posed by Sir Gustav and noted that although there have been a few mstancss where tesoutces
were diverted from polio campaigns to other on-going programmes, such as the introdue-
don of hepatds B, the number of these diversions has been few and far between,

Monetheless, additional resources must still be mobilized if polio eradication is to be
achieved. It is cstimated that an additional US $500 million will be needed to purchase the
vaceines necessary and provide for the human and logistical resources required to oversee
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the global effort. In eatly 1995, Dr Nakajima of WHO established the “Commission for
the Certification of the Eradication of Poliomyelitis” It is hoped that with additional
political commitment and financial resources, this commission can be dissolved in the
yeat 2004 and global polio cradication can be declared.

The second speaker in the session on disease control was Dr Cire de Quadros, Director,
Special Program for Vaccines and Immunization (SVI), Pan American Health Organiza-
tion (PAHO). Dr de Quadros began by noting the appropriateness of his presenting on
the topic of measles in the aty of Sio Paulo. As stated by the Brazilian Minister of Health
in his opening address, the city of $do Paulo and the entire country of Brazil responded
tapidly to an outbreak of measles in 1990, In fact, the epidemic was controlled within two
years. Afrer first presenting global background data, Dr de Quadtos discussed the strategy
for measles control promoted by PAHO over the past five years, the basic elements of
which are modeled on the 380 Paulo experienice.

The coverage level of immunization against measles has increased ttemendously since
1978. Globally, the coverage level has now reached the important 80% matker, similar to
the coverage level for polio. Nonetheless, there ate still an estimated 40 million cases of
measles per year and 1.5 million deaths. Measles accounts for approximately 11% of the
deaths of children undet the age of five. As Dr de Quadros noted, one of the great trag-
edies of this figure i1s the fact that measles is a vaccine preventable disease.

The current strategy for measles conttol promoted by PAHO in the Americas has three
main components. First, the “catch-up” component includes the immunization of young
people between the ages of 9 months and 14 years. Second, the “mop-up” component
focuses efforts on districts with low overall coverage. Third, the final component increases
the ape of toutine measles immunization from 9 months to 1 year, thus increasing vaccine
efficacy. This basic strategy was applied in Cuba in 1988 and throughout the English-
speaking Catibbean in 1991. In these two areas, there have been no laboratory confirmed
measles cases in the last two and three years, respectively. As noted, the largest campaign
in the hemisphere took place in Brazil in 1991-1992. Nearly 50 million people were
immunized and measles transmission has now been intetfupted in many states.

In Latin America today, over 90% of children between 9 months and 14 years have re-
ceived one dose, if not two, of measles vaccine. Coverage rates in the region range from
just under 80% to 100%. To date, there have been 4,200 cases of measles reported in the
Americas for 1995, Approximately half of these cases occurred in Canada which is now
considering implementing the same measles control strategy which has been so successful
throughout Latin America.

As discussed by Dr de Quadros, the biggest bottleneck in measles control s the build-up
of “susceptibles” This build-up is caused by the fact that some children are never immu-
nized, and some that are immunized don't develop immunity. This accumulation of
susceptibles is what accounted for the outbreak in the United States in 1990-1991. To
address this problem, PAHO is suggesting further “catch-up” measles campaigns in which
children under the age of five are vaccinated every four to five years, regardless of previous
vaccination history. Given the high coverage rates throughout the region and the well-
developed conteol strategies, PAHO is hopeful that measles will be climinated from the
Amerigas by the year 2000,

Following the presentations by Dr Melgaard and Dr de Quadros, Dt Frangois Gasse,
Medical Officer at WHOQ/GPV/EPI, was invited te speak on the topic of “Neonatal
Tetanus”™. In his introduction of Dr Gasse’s presentation, Dt Lee, referred to the control
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of neonatal tetanus as a “sleeping success.” He implied that although progress in the con-
trol of polio and measles may be more visible, there has also been a great deal of success in
the control of neonatal tetanus. Dt Gasse then opened his presentation by first stressing
the dangers of the disease, and then discussing control strategies and progress achieved.
“Second only to measles as the leading killer of children,” an esdmated §00,000 to one
million newborns died from tetanus in the early 1980s. Before routine immunization
began, tetanus accounted for approximately 25% of infant mortality rates and berween
8% o 69% of neonatal mortality rates,

Given the importance of tetanus control, as well as the facr that it is among one of the
rraclitional EP1 vaccine preventable diseases, the participants at the 1990 World Summit
for Children called for the global elimination of neonatal tetanus by the end of the decade.
The main strategies employed in the fight against neonatal tetanus include: “1) delivery of
tetanus toxoid vaccine to pregnant women and to all women of childbearing ape in Aigh
risk arear; 2) ensuring clean delivery and cord care practices to all pregnant women; and
3) effective surveillance aimed at detecting and reacting to every NT case™

Pata on neonatal tetanus incidence indicate that these immunization control strategies
are wotking. An estimated 735,000 nconatal deaths are prevented each year. This figure is
atrributed to an increase in the coverage of pregnant women between 1988 and 1994, Data
from every WHO region, except the Western Pacific, show a downward trend in the
number of neonaral tetanus cases reported in the last five years. In Africa, the number of
reported cases dropped from 6,918 in 1989 o 3,441 in 1994, In the Ameticas, reported
cases decreased from 1,430 in 1989 to 587 in 1994 (21 of the 47 countries reported zero
cases) In the Eastern Mediterranean and in Southeast Asia, repotted cases declined between
1989 and 1994 from 6,314 and 14,102, respectively, to 3,353 and 2,285, Of particular note
is the marked effect in Southeast Asia of using the straregy which focoses on the immuoni-
zation of women at high risk. Afrer increasing vaccination coverage of pregnant women
with TT2+, Bangladesh, India and Tndonesia were able to prevent a towal of more that
450,000 deaths in 1994, On 2 less positive note, annual incidence tates increased in the
Western Pacific from 282 to 422 berween 1989 and 1994,

Similar to the polio eradication and measles control campaigns, one of the main chal-
lenges faced in the control of nconatal tetanus is sustaining both political and financial
resources. It i3 estimated that an additional US $30 million is needed to supplement cur-
rent effores if the 55 million women who live in high risk areas are to be immunized with
the necessary three doses of TT. However, it is hoped that the development of a slow
release tetanus toxoid vaccine, which ensures longer and more effective immunity with
one Injectdon, may help to reduce this cost while increasing coverage rates. Responding to
a question by Dr William Hausdowff of Wyeth-Lederle Vaceines and Pediattics in the US,
Dr Gasse noted thae another challenge in employing the current neonatal tetanus elimina-
tion strategy i that it focuses on immunizing women. The problem is actually two-fold
and is caused by both discrimination against women and perceptions of female ferdlity/
infertlity. This challenge can be overcome, Dr Gasse stated, through good programme
planning and the educaton of doctors. Overall, the elimination of neonatal tctanus means
the prevention of one million newborn and 50,000 maternal deaths every year.

The final presentation in the seasion, “Disease Control: 1990.1995,” was made by
Dr Thomas Mote Chaita, Deputy Director of Maternal and Child Health ac the Minis-
try of Health and Child Welfare in Zimbabwe. Dr Chaita, presenting on the topic of “The
Introduction of New Vaccines” focused his remarks on field experience in Zimbabwe and
the introduction of hepatitis B vaccine. With data based on surveys of endemicity carried
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out by the University of Zimbabwe’s Medical School, as well as information gathered
from the National Blood Transfusion Service and the Nadonal Cancer Registry, the Min-
istry of Health began its quest for funding in 1992, Once financial collaboration was
sccured from the Fund for Private Assistance in International Development (PAID), Rotary
International and Africare, the government began to prepare for the introduction of the
new vaccine,

The overarching goal of the project was to have unpiversal child immunization against
hepatitis B, Some of the objectives towards the achievement of this goal included: 1) im-
munizing all children under 1 yeatr of age; 2) training all health personnel in hepadtis B
immunization; 3} raising community awateness; 4) strengthening the entite EPL; 5) strength-
ening diagnostic capability, as well as surveillance capability of hepatitis B infection; and
6) monitoring and evaluation of the project. An important part of the strategy was the
combination of the hepatitis B immunization schedule with the existing EPI schedule,
thus avoiding any dismirbance in the system already established. After a consultative meeting
in 1993 and a setics of training workshops in May of 1994, the national launch of the
hepatitis B vaccine in Zimbabwe was held at the end of September, 1994,

The Ministry of Health has encountered a number of problems with the introduction of
the new vaccine. Before the vaccine was inttoduced, there seemed to be a lack of apprecia-
tion of the hepatitis B problem, as well 25 some “foot dtagging” due to concerns about
sustainability. Since the national launch in 1994, some new challenges have been posed
including a change in the target population, a cortesponding change in budget estimates,
an erratic vaccine supply and complex funding procedures. To date, the introducton of
the hepatitis B vaccine in Zimbabwe is sdll in progress, with only three provinces teport-
ing active immunization programmes against the disease. In his comumnents at the end of
Dr Chaita’s presentation, Dr Mark Kane echoed Dr Chaita’s comments regarding the
importance of simple, sustainable financing mechanisms for hepatitis B immunization
programimes.

Befote the close of the session, Dr Lee invited Dr Philip Stoeckel of France to make some
remarks on behalf of Dr Charles Mérieux who was unable to attend the meeting,
Dr Stoeckel recalled the outbreak of meningococcal meningitis which occutted in 1975 in
530 Paulo. He said that it was 2n important event for Mérieux, as well ag for Brazil. Ir was
at this time that Mérieux saw a tremendous increase in the global demand for vaccines,
Reaffirming the Mérieux FPoundation’s support for the vaccine community and CV],
Dr Stoeckel announced that the Foundation planned to hold trainings in the areas of
epidemiology and health delivery systems, and would conduct field ttials of rapid, simple
diagnostics for measles, tetanus and hepatitis B.

B. Vaccine supply, self-sufficiency and quality: 1990-1995

The second session of the meeting, “Vaccine Supply, Self-Sufficiency and Quality: 1990-
1995 was chaired by Dr Isao Arita, Chairman of the Agency for Cooperation in
International Health (ACIH), Japan. For his introductory temarks, Dr Arita offered his
assessment of the progress of CVI towards its original goal as defined in the New York
Declatation of 1990, the development of new and better vaccine(s). Dt Arita’s remarks
bridged the first two sessions of the meeting. First, he reviewed progress made in vaccine
development, particularly as it relates to some of the existing EPI vaccines. Second, he
discussed the need to focus on the cutrent topic of vaccine supply, financing and quality
control,
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Regarding the development of new and improved vaccines, Dr Arita stated that progress
may be judged according to ten steps in the development of any vaccine: “1) Strategy;
2) rial product; 3) clinical trial; 4) field trial, 5) production in small scale; 6) license; 7
price and matketing; 8) procurement; 9) large scale production; and 10) dispatch to the
field and post licensing monitoring” Judging vaccine development against these steps,
Dr Arita believes that progress has been slow in the past five years. The only studies to
have reached step four are OPV formulation, improved measles vaccine and aceflular per-
russis vaccine. Perhaps, he suggested, the need exists to accelerate the ten step process and
follow the wisdom of the New York Declaration which states that vaccine research should
be accompanied by plans to guarantee the large-scale, quick and cost-effective production
of new and improved vaccines. In other words, more artention needs to be paid to steps six
through ten in vaccine development.

Placing particular emphasis on the production of vaccines in developing countries, Dr Arita
noted that local vaccine production in many countrics cannot meet the national demand,
nor can it meet the quality standards set by WHO. To this end, CVI established Task
Forces for Situadon Analysis and Quality Control which, in the past three years, identdfied
14 developing nations as priority countries for development. After consultative visits, the
Task Forces found that many of the producers in these countries lack good manufacturing
practices (GMP). However, through commitment and better technology, improvements
are being made. Notable production progress has been made in Egypt, Iran and Viet Nam,
through such metheds as joint ventures, production sharing, multi and bilateral coopera-
tion. In his closing statement, Dr Arira emphasized the impottance of the issves to be
raised in the forthcoming session, “To me, vaccine self-sufficiency in developing countries
would be the key to ease the carrent difficulty of meeting plobal vaccine demand, as well
as rapid introduction of better or new vaccines when they become available”

Dr Jorge Kalil, Director of the Transplant Immunology Lab in S0 Paulo, was nomi-
nated to speak on the topic of “The Commitment of Brazil to Vaccine Self-Sufficiency.”
Dr Kalil spoke from experience. In January of 1995, after Dr Jatene was named the Min-
ister of Health, Dr Kalil was asked o chair a committee to assess the production of vaccines
in Brazil. The National Programme for Immunobiological Self-Sufficiency (PASNI) supplics
50% of vaccine doses used in the Brazilian National Immunization Programme (PN).
‘This is significant given that the childhood immunization programme in Brazil is one of
the largest in the world, with 2 projected 270 million doses used in 1995.

Regarding self-sufficiency in vaccine quality and production, PASNI has been attempting
to improve quality control and is extending GMP to all the vaccine production facilities in
Brazil. Three new plants for DTP vaccine production will be operational within the next
year, and one new plant for the production of BCG is near completion. When all the
DTP plants are operadonal, and if they reach their maxirmum ourput, then national demand
for this vaccine will be exceeded by supply. Improvements are also being made in rabies
and measles vaccines through cell culture techniques. Other strategic objectives of PASNI
include developing an efficient meningitis B vaccine and producing 2 recombinant
hepatitis B vaccine.

Additional short-term objectives of the Ministry of Health and PASNI, which demon-
strate the Brazilian national commitment to vaccine self-sufficiency, include: 1) to reduce
the time requirements and improve the quality control procedures at producton facilities;
2) to complete the review and approval of all the equipment and processes used in the
production of immunobiclogicals; 3} to strengthen the vaccine development nerwork,
including strengthening the ties between university laboratories and private companies;
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4) to improve the pricing and financing policies of vaccine production so that scarce
resources are used wisely; 5) to better monitor vaccine demand, utilization and coverage;
and 0) to establish a National Immunobiological Authority which should coordinate all
vaccine development and production efforts in Brazil.

While Dt Kalil discussed vaccine self-sufficiency from a national petspective, the second
speaker of the session was invited to speak from a global perspective. This included progress
since 1990 regarding the ability of countries to putchase, as well as ptoduce vaccines.
Dr Terrel Hill, Principal Advisor of the Child Survival Unit at UNICEF, spoke on the
topic of, “Global Progress in Establishing Sustainable Financing of Bxisting and New
Vaccines.” Dr Hill opened his presentation by thanking his colleagues and reporting that
the Task Force on Situation Analysis, created by CV1 and chaired by Dr Arita, could
report significant progress towards the establishment of sustainable vaccine supply and

financing mechanisms for a number of countries around the world.

The Task Force and its collaborators began by assessing the vaceine supply needs of differ-
ent countries, and then caregorizing counttics by theit ability to become self-sufficient in
meeting those vaccine needs. Based on the category, or “band” that a country is classified
under, the Task Force can help set realistic targets for achieving sustainable, national
strategics for vaccine supply and financing. In addition to being useful for national plan-
ning, this “vaccine support strategy” is used by UNICEF, WHO and a number of donors,
to determine which countries are in the need of the most assistance, be it for the financing
of routine need or the introduction of new vaccines. Countties are categorized as being in
one of four bands, A thtough D, with A band countries being those who nceed the most
financial assisrance, and I band countties being those who ate closest to sclf-sufficiency

in vaccine supply.

Since the introduction of the vaccine support strategy in 1990, the percentage of countries
meeting their sustainability targets has increased in cach of the four bands. Thete has been
significant increase in the percentage of countries in all the bands with regard to the
financing of routine national vaccine need. Countries in bands B-D have also been asked
to increase financing of new vaccines. Using their natdonal budgetaty funds, or loans from
the World Bank, countties are now conttibuting an aggtegate total of millions of dollars
towards vaccine financing, Responding to a queston later posed by Mr Frank Hartvelt of
UNDP, Dt Hill explained that funds saved from the success of the vaccine support strategy
are cutrently reallocated to other programmes within a countty, such as water and sanita-
tion projects. There is, however, some discussion about creating a globally managed fund
fot vaccines, particularly for the introduction of new vaccines. Such a fund would allow
for reallocating funds saved from one area of vaecine supply to another.

Dr Hill attributes the success of the vaccine support strategy to five main
activities:1) increased government commitment to national immunization programmes;
2) advocacy on the part of donors towards the recognition that imnunization programmes
should be a national priority; 3) flexible payment and supply mechanisms, such as the
Vaceine Independence Inidative (VIIL); 4} better management of local vaccine production;
and 5) increased quality in local vaceine production,

Although there has been great success in the past five years towards the sustainable financ-
ing of routine vaccine supply, the next major challenge is achieving the same level of
success in the financing of new vaccines. One strategy which is being implemented by
UNICEF with regatd to the bulk purchase of new vaccines is the UNICEF tender. Using
the tender, of competitive bulk procutement process, an additional US $10-15 million
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would be enough to move ahead with the procurement and introduction of hepatitis B
and yellow fever vaccines for the countries identified as having the grearest need (based on
financial need, disease burden, programme strength and national commitment). Also pend-
ing are offers for the introduction of Hib and IDTP combination vaccines.

While some of the financing of new vaccine introduction will be provided through cre-
ative donor strategies, such as the UNICEF tender, increased financing must also come
from national governments. Dr Hill summed up the important message of his presenta-
tion through the following saying, “For want of a2 nail, 2 shoe was lost. Becanse the shoe
was lost, the messenger didn't artive and the war was lost.” Finencing, Dr Hill said, is that
nail, It is important to continue to develop affordable, sustainable mechanisms to access
new vaccines. In the question and answer period following the presentation, Dr Peter
Ndumbe of the University of Yaoundé in Cameroon, noted that many countries which
are priority countties for new vaccines arc African countries which fall within UNICEFs
band A and band B. Given that the financing of new vaccines in these countries is likely
to come from donor sources, as well a3 national governments, Dr Ndumbe stressed the
importznce of Joint planning. This, he said, could help prevent countries from becoming
discouraged as they try different mechanisms to finance new vaccines.

The complement to ensuring sustainable financing of existing and new vaccines is ensur-
ing the quality of those vaccines. Dr Julie Milstien, a scientist working in Vaccine Supply
and Quality (V5Q), WHO/GPYV, spoke on the topic of “Progress in Commitment to
Vaccing Quality” Increased attention has been paid to vaccine quality since the World
Summit for Children. In 1992, the Wotld Health Assembly passed a resolution stating
that vaccines should meet WHO quality tequitements if they are to be used in national
immunization programmes. The resolution 2lso asked the Director-General to develop a
strategy by which WHO could gather information ensuring that counties were control-
ling the quality of vaccines produced. The V5Q unit at WHO now has two main objec-
tives towards assuring vaccine quality: “1) to control the source of vaccines used; and 2) to
sttengthen national control authorites (NCAs) to ensure that vaccines produced and
uscd in the country meet the relevant standards of safety, potency and efficacy”

With regard to the first strategy mentioned, controlling the source of vaceines used, one
must lock at the four major vaccine sources of any country. The firse, local production,
may be clasgsified as a natiopal supply source. The other three soutces are international
and include production sharing (where vaccine components are imported and finished
locally), direct procurement from an external producer and the supply of vaccines from a
donor such as UNICEF. With regards to ensuting the internatonal supply of vaccines, 2
series of steps are performed by WHO. These steps include: reviewing the production
process, assuring the competence of the NCAs in the producing country, regularly in-
specting production facilities for compliznce with good manufacturing practdees (GMP),
randomly selecting and testing lots of final vaccines and investigating any complaints
from the field. Currendy, of the 17 manufacturers which supply vaccines to UNICEE, =z
third ate from developing countries. Five of the additional seven producers under review
to become UNICEF suppliers are also from developing countries.

Guaranteeing the quality of local production, or of 2 national supply source, may be
more difficult than reviewing the quality of vaccines produced by a finite number of
internadonal supplicrs. To assess the qualicy of locally produced vaceines, reviews of 65 DTP
and 21 tetanus toxold producers were completed. These studies showed that improve-
ments were needed in both vaccine purity and potency. About 50% of the producers were
not even using standaed WHO procedures for potency testing According to Dr Milsden,
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the problems in vaceine quality can be traced to a Jack of government commitment to
high quality vaccines, as exhibited by the lack of independent national control authoti-
ties, Governments must allow producers the independence necessatry to plan, ptoduce
and oversee the production of vaccines in an economically feasible, realistic manner.

[n order to help support national producers in achieving high quality preduction,
D¢ Milsten announced the creation of a consortum of vaccine producets with its first
otganizational meeting in Sdo Paulo, immediately following the Fifth Annual Consulta-
tive Group Meeting. The objectives of the consortium include: #1) to provide good quality
and sufficient quantity of vaccines for national use at an affordable price; 2} to share
technology and management skills on a not-for-profit basis; and 3) to establish communi-
cation among vaccine producers.” To become a member of the consortium, producers
must have 2 functioning NCA. Membership itself will be considered equivalent to 2 WHO
certificadon of the producer.

While the consortium of vaccine producers is another step towards improving vaccine
quality, efforts must be continued in this area. As Dr Milstien concluded, the quality of
vaccines used is the most important indicator of progress in this area. Between 1993 and
1995, the percentage of DTP being supplied which was of known good quality increased
from an estimated 54% to 61%. The goal for the year 2000 is to ensute that endy vaccines
of known good quality are used in national immunization programmes. Concurring with
Dr Milstien were Dr D.A. Henderson of the Johns Hopkins University in the USA and
Dr Peter Ndumbe. After first referring to Dr Hill's presentation and praising the progress
made in financing through the Vaccine Independence Initiative, Dr Henderson noted that
he was mote wottied about quality control issues, patticulatly given that a number of
praduction laboratoties do not produce at a critical level to ensute quality, Quality, he
szid, should be the oumber one prictity. Dr Ndumbe thanked the V3Q unit at WHO for
their work in quality control throughout Africa, especially for their work in Nigeria.

C. Regional highlights

Mr Frank Hartvelt, Deputy Director of the Science, Technology and Private Sector
Division at the United Nations Development Programme (UNDDP), stressed the impor-
tance of the session on “Regional Highlights” by noting that CVI is global in scope and
thus needs to be firmly anchored in both developed and developing countries. As chair of
the session, Mr Hartvelt opened his remarks by stating that vaccine related activities in
every country should be determined by the capabilities within that country. These
capabilities may be related to production, research, economies of scale, or public health
programmes. Of particular interest to UNDP are CVI activities related to capacity build-
ing and strengthening nadonal vaceine producton. UNDP focuses its capacity building
activities on human resources development through staff training in a number of ateas,
and on institutional development through the improvement of organizational and
management structutes.

Since 1990, capacity building efforts at a regional level have emerged as a supplement w©
local efforts. Mr Hartvelt mentioned what he considers to be two particulatly promising
efforts, the Regional System for Vaccines (SIREVA), and the Internatonal Vaccine Insti-
tute (VD). SIREVA is the regional network of quality control laboratories established in
Latin Ametica to foster efforts towards improving and ensuring vaccine quality. The recently
established IVI, based in Seoul, Korea, will focus on human resources and institutional
development for vaccine related activities throughout Asia. Mr Hartvelt sees these two
efforts as having positive regional impacts which extend to programmes supported by
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national governments, international organjzations, private sector companies and insti-
tutes. In concluding his opening remarks as chair of the session, Mr Harrvelt stated chat
CVI is a visionary inidative which can have an enormous impact 2t the regional, as well
as couniry level,

Speaking on behalf of the countries in Africa, Mr Oni OQlawale, Vaccine Supply and
Quality Professional for the Africa Regional Office, focused his regional highlights on
plans which have been developed during the past five years, to achieve goals within the
next five. The focus within the region needs to be on ensuring vaccine planning, produc-
tion and quality control. Towards that end, all local BEPY managers will be asked to develop
national vaccine supply plans in 1996. Furthermore, the regional office will coordinate
with donor agencies so that complete production, procurement and assessment plans ate
developed for three priority countries within Africa. A complete inventory will also be
carried out of the criucal conrrol funetions being implemented in the following producing,
or procuring countries: Botswana, Burundi, Cote d'Ivoire, Cameroon, [Kenya, Nigeria,
Senegal, South Africa, Swaziland, Tanzania and Zimbabwe,

Intermediate range plans for Africa, with a target date of 1998, include the introducton of
hepatitis B in all countries in the region with at least a 70% coverage level In addition, a
consistent supply of vaceines for routine immunizations and national immunization days
(NIDs) must be guaranteed. For the year 2000, the Africa region will be aiming towards
the following global targets: 1) to have all vaccines used be of known good guality; 2) to
ensure that all countries have developed national vaccine plans; and 3) to help countries
develop mechanisms for sustainable financing, Finally, Mt Oni stated that all new vac-
cines must be made available to countries which have an existing epidemiological need,
and that donors should continue their support within the region so that the poorer
African countries are included in the global progress towards disease control.

Dr Akira Homina, Regional Advisor on Biologicals for PAHO, opened his presentztion
by noting that one of the major regional highlights for the Americas was the creation, just
last year, of the Special Program for Vaccines and Immunization (SVI) within PAHQ.
Directed by Dr Ciro de Quadros, 5VI represents a merging of responsibilities for both EPI
and SIREVA. Formally begun last year as well, the establishment of SIREVA is consid-
ered one of the major regional achievements since the World Summit for Children in
1990. A regional quality control network within SIREVA has established a Technical
Advisory Group which met in Mexico Ciry in 1995 to discuss national laboratory protocols
and begin the development of regional reference matenals, one of their defined priotides.
Two additonal countries in the region have established national conrrol laborarories, thus
leaving only one DTP producing country without a national control laboratory. Future
plans of the regional quality control network include human and institutional develop-
ment through training programmes on new methodologies of quality control, and the
establishment of an e-mail and internet system to facilitate communication berween
laboratories,

Other regional highlights for the Ameticas, as mendoned by Dr Homma, include progress
in research and development, as well as a new certification programme for DTP producers.
Progress in the area of research and development inclodes: 1) participaton by 6 countries
in an on-going study of 5. purenmoniae and H.influengae, aimed at strengthening epidemio-
logical surveillance; 2) a multi-country collabotative programme among Brazil, Chile and
Mexico, to develop a conjugated typhoid fever vaccine; and 3) numerous comparison and
efficacy studies regarding Noweningifidis setogroup B vaccines which were developed in
Cuba and Norway. The certification programme for DTP producers is also 2 truly regional
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highlight in that it involves participation and collaboration from a number of Latin
American countries. Progress in this has involved: 1) a wotkshop on good manufacturing
practices ((GMP); 2) a workshop on DTP validation, held in Mexico and supported by the
Food and Drug Administration (FDA) of the USA; and 3) the establishment of an Expert
Gtoup for the DTP Certification Programme. This group will visit the different DTP
producing laboratories throughout the region,

Speaking on behalf of the 50 countries which comptise the Buropean region, ranging
from Iccland to Istael, was Dr David Salisbury, Principal Medical Officer of the Depart-
ment of Health, UK. Dr Salisbury divided his teview of Eutopean progress into four main
areas: 1) re-emerging infectious diseases; 2) the success of operation MECACAR,; 3) new
vaceine development; and 4) vaccine manufacturing problems. Numbets one and four
represent, unfortunately, setbacks to progress in the European region. The re-cmergence
of infectious diseases is a serious, widespread problem which has far-reaching ramifica-
tions. The diphtheria ¢pidemic in the former USSR, which started in Moscow and
5t. Petersburg, continues to spread throughour the Newly Independent States (NIS). With
2 higher monthly incidence in 1994 than 1995, the total number of cases in the NIS for
1995 is expected to exceed 150,000. The number of cases of tuberculosis in Burope is also
on the rise. The inctease in the number of cases in the UK is approximately 5-10%, and
the increase in Bastern Burope is estimated to be even higher. Finally, the incidence of
cholera has also been increasing in the region. The re-emetgence of these infectous dis-
eases in Hutope is problematic for two reasons. Fitst, these diseases should, by now, be
relegated to history books. Second, their re-emergence has caused a huge diversion of
resources away from the establishment of sustainable vaccine supply and manufactuting
in BEastern BEurope

On a more positive note, the European region has seen progress in the past five years with
the success of the collaborative immunization programme, Operation MECACAR, as
well as in new vaccine development and introduction. As described by Dr Melgaard dut-
ing his discussion of global polio eradication, Operation MECACAR involves the coop-
etation of 16 botder countries in Europe, Central Asia and the Mediterranean. Statistics
are showing that the incidence of polio has dropped considerably in the tegion. In June
through August 1995, only four cases of polio were repotted, while 84 cases wete teported
duting the same period in 1994. In addition to the success of Operation MECACAR, the
Huropean region has seen some success in the introduction of hepatitis B vaccine into
routine use in the following countrics: Albania, Bulgaria, France, Germany, Italy, Poland,
Portugal, Romania and most of Spain. Introduction of the vaccine is still urgently needed,
however, in much of Eastern Europe. Northwestern European nations have yet to decide
whether or not they will introduce the vaccine given the low prevalence of hepatitis B.
Howevet, they have followed through with the widespread introduction of the Haemophilus
ihfnengas B vaccine (Hib).

Regional highlights for Southeast Asia were presented by Dr 5.P. Tripathy, Director of
Health Rescarch for the Southeast Asia Regional Office. Dr Tripathy began by comment-
ing on the fact that although the region is comptised of only ten membet countries, it
contains more than a third of the world’s population. All of the ten countties ate develop-
ing countries, with five being in the category of least developed countries. Given the large
population and relatively poor economic status, vaccine supply and financing arc patticu-
larly important issues for the region. There are 32 vaccine producets in the region: 26 in
India, 2 in the Democratic People’s Republic of Korea, and 1 each in Bangladesh, Indone-
sia, Myanmar and Thailand. Most of these are public sector producers and face a number
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of problems including: 1) outdated production technology; 2) old infrastructure; 3) the
breakdown of equipment; 4) inadequate management; 5) the need to strengthen quality
control; 6) inadequate staff rraining; and 7) vireually non-existent research and develop-
ment.

To achieve progress in the future, vaccine producers will need to introduce new technolo-
gies, new vaccines and new methods for quality assurance, including GMP. In addition,
the roles of public vs. private vaccine producers must be further examined, cspecially with
regard to the possibility of jeint ventures. Two recent advances have been made in the
region through the mixing of public and private companies to improve vaccine production.
Perum Bio Farma of Indonesia, a public sector initiative, has updated 1ts manufacturing
by undettaking the following measures: hiting a new president and new director from the
ptivate sectot; acquiring & substantal amount of capitzl for production renovation through
foreign aid; improving both technical and managerisl training; and secuting technical
cooperation from extetnal sources, such as CVI and the governments of Japan and the
MNethertands. The Government of Thailand was also successful in incorporating private
sector support, Through an agreement with Pasteur Mérieux, it was able to improve vaccine
production and quality through the transfer of technology and the modernization of the
production of EPI vaccines. Dr Tripathy believes that these cfforts o improve local pro-
duction will wltimately benefit the region in the production and introduction of new
vacclnes, such as hepatds B or a much needed dengue fever vaccing,

Dr R. Tangermann, EPI Medical Officer for the Western Pacific Regional Office (WPRO),
also focused his remarks on self-sufficiency in vaccine producton and supply. Before he
began discussing production, however, he highlighted the great progress which the coun-
tries of the Western Pacific Region have made towards the eradicadon of polio. In 1994,
five cases of wild pelio virus were reported from different arcas around China, and in the
first half of 1995 only two and six cases were reported, respectively, in the Mekong Delta
Region of Southern Viet Nam and in Cambodia, If progress continues, the Western Pacific
will follow the Americas as the second region to eradicate polio.

Regarding vaccine self-sufficiency and supply, progress has been made through the devel-
opment of a regional plan of action to improve vaccne production, and the compilation
of a list of experts and regional producers who may be called upon for assistance. Of
particular importance is the regional expertise developed in Australia, Japan and Korea,
which can be shared with other countries. This should help overcome some of the qur-
rent constraints to vaccine self-sufficiency which include cutdated plants and equipment,
weak NCAs and inadequate staffing and management. In additon to self-sufficiency
through local production, some countries in the region are achieving self-sufficiency
through sustainable procurement plans. Under the Vaccine Independence Initiative (VII),
UNICEF has helped the Government of the Philippines establish a revolving fund through
which the government can efficiently purchase vaccines. Most of the EPI vaccines used in
the Philippines are now procured through government funds. A similar VII mechanism, a
revolving fund for vaccine purchase, is now being jointly established by the ten Pacific
Island Countries. To defray some of the financial burden, the Government of Ausiralia
has offered to provide hepattis B vaccine for the ten countries for a period of three years.

A common theme throughout the presentadons on regional highlights was the need for 2
continued focus on vaccine financing, supply and quality. As a response to this need in
Asia, the International Vaccine Institute (IVI), introduced by Mr Hartvelt in his opening
rematks, 15 being established jointy by the Republic of Korea and UNDP
Mr Jaechol Habhn, Deputy Director-General of the UN Systems Bureau from the Minis-
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try of Foreign Affairs in Seoul, Korea, spoke briefly at the end of the regional highlights
session to voice his government’s support of the IVI. Summarizing the details of the
support, Mt Hahn stated that the proposed site for the IVI is within the Research Park of
Seoul National University. Housed amidst other scicnce and technology facilities, the IVI
will occupy about 15,000 square meters at a building cost in excess of US $25 million. The
Government of the Republic of Korea will provide US $6 million for laboratory equip-
ment and supporting facilities, and will then pledge approximately 30% of the annual
operating budget, estimated to be US $12 million to $15 million. The remainder will be
raised by UNDP. Mr Hahno concluded his remarks by stating that the Republic of Korea
is “fully committed to the goals of IVI and hopes that other states and international orga-
nizations will render their valuable support and join in this endeavour.”

Following the remarks by Mr Hahn, Dr Richard Mahoney, Director of Institutional
Development for the International Vaccine Institute, spoke at greater length on the mis-
sion of the IVI. Beginning with the need for the IVI, Dr Mahoney noted that only a
portion of diseases are vaccine preventable and that human and institutional resources are
lacking in new vaccine development, particularly within developing countries. Given
that need, the IVI is being established in Seoul, Korea, as a capacity building resource
organization for Asia. It will be a legal, international organization with an independent
Board of Trustees, international recruitment, and both financial and administrative flex-
ibility. It will not serve as a regulatory agency, nor will it be a vaccine producer. Its main
objcctives will be to disseminate information and provide training and technical services
to people, institutions and governments throughout the region. In summing up his pre-
sentation, and to highlight the importance of the investment by UNDP and the Republic
of Kotea in the IVI, Dr Mahoney quoted Professor Lester Thurow from the Massachu-

setts [nstitute of Technology, USA:

Suppose you are reading a bhistory book a thousand years from now, in the year
3000. What do you think it is going to say about us, when all the little things
have been forgotten? I think historians will say that we were the people who
invented biotechnology. Biotechnology will revolutionize the world. It will change
the very nature of disease.

The discussion petiod following the session on regional highlights was opened by
Mr Sakamoto of the Ministry of Health and Welfare, Japan. Mr Sakamoto directed his
question to Dr Mahoney and asked how cooperation will be established between the IVI
and WHO, particularly with regard o WHO regional activities. Dr Mahoney answered
that he hopes interaction will be on a technical level. Speaking on behalf of WHO, Dr Lee
further responded to Mr Sakamoto by stating that IVI activides should not conflict with
WHO regional plans, and that they should be fully compatible with the CT°T Strategic
Plan, e also sald that he considers the IVI to be an exciting development and a “youngest
brother in the vaccine commaunity” FPutrthermore, Dt Lee stated that he locks forward to
sceing the specific terms by which the IVI proposes to work with CVI. Not entirely
appeased by the promise that there would be no duplication of activities between newer
organizations such as IV and S5IREVA, and existing organizations, Dr Jorgen Weber of
Canada posed the question, “How will action be fostered, rather than stymied by addi-
tional bureaucracies?” The chair of the session, Mr Frank Hartvelt, stated that part of the
job of CVI is to coordinate the activities of different organizations and make sure that
such a duplication of activities does not occur.
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D. Vaccine research and development

The chair and first speaker of the session on “Vaccine Research and Development,” was
Dr John La Montagne, Director of the Division of Microbiology and Infectious Dis-
eases, MNatonal Institute of Allergy and Infectious Diseases, National Insdtutes of Health,
USA. Dr La Montagne, speaking on the topic of “Progress in Development of New Vae-
cines: Vaccine Technologies for the Future of CVI,” began his presentation by reflecting
back to the New York Declaration and the Wortld Summic for Children in 1990, when the
original mission of CVI was defined. The New York Declaration was a call to action of
sorts, for the development of vaccines which could prevent mote diseases, be combined,
be administered easily, and perhaps even be given at birth to protect individuals against a
wide range of infectious diseases for their lifctime. While such a “super-vaccine” has yet to
be developed, 2 number of important developments have oceurred in the past five years,
fueled by new technology. Stating that intellectual discoveries often lead to new innova-
tions in vaceine development, Dir La Montagne predicted that many new advances in
vaceine development will occur through biotechnology and the use of recombinant DNA
techniques.

What does the future hold for vaccines? According to Dt La Montagne, one can expect
advances on a number of different fronts in the near future. First, newer, safer vaccines
will be developed and introduced, such as acellular pertussis vaccine, Second, the choice
of vaccines will be greater. In the USA for example, there will be a number of different
haemophilus B vaccines thar a consumer ¢an choosc from. Third, the increasing global-
tzation of the vaccine field will favour more efficient producers. This is likely to mean
that there will be consolidation and parcnerships formed within the vaccine industry
which will lead to larger producers. Fourth, there will be improved strategies for quality
control. Fifth and finally, vaccines may be developed for more infectious diseases, such as
sexually transmitted diseases, parasitic diseases and fungal diseases.

Regarding progress in new vaccines in particular, there is an incredible number of vaccines
which are currently in the development pipeline. The actual number in development has
increased by 20% to 30% between 1993 and 1995, While 1995 will most likely be thought
of as the year of acellular pertussis (aP) vaccine, a number of other vaccines are also in
phase I clinical trials. Among the promising new vaceines are: DTaP for infants, a conju-
gate of the «phi Vi polysaccharide to a protein carrier, rotavirus vaccines, pneumococcal
conjugate vaccines, a vaccine for Lyme disease, a malatia vaccine and a new cholera vaccine.

These new developments ate being made possible by promising new technologies in the
vaccine fleld. Recombinant DNA based vaccines ate alrcady being developed against such
discases as hepatitis B. The new pertussis vaccine is an example of one of the new purified
subunit vaccines. Vectors, such as vaccinia, BCG and salmonella are being developed, as
arc novel combinaton approaches such as multiple antipenic peptides (MAPS). There is
In vitro production of some viral antigens, and the use of new models has led to such
breakthroughs as the expression of an antigen against chlamydia through a polio vaccine.

Although progress has been notable in the development of new vaceines over the past five
years, certain obstacles still exist as we approach the 21st century. Some infectous dis-
eases, such as certain rotaviruses and HIV, have a number of different serotypes which
make developing one vaccine difficult. There is also an inability to culture some patho-
gens, such as treponema and those for certain sexually transmitted diseases (STDs). Still
other STDs, as well as many gastro-intestinal illnesses, appear to require mucosal immu-
nity for protection. Another factor which may complicate new vaccine development is
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the complex pathogenesis of certain viruses, particularly those with a long latent stage,
and the complex lifecycles of certain parasitic infections. In general, there is a lack of

animal models for the testing of all vaccines, and progress in immunogenicity is weak due
to a lack of adjuvants.

Dr La Montagne noted that the means to overcome the obstacles to new vaccine develop-
ment may be found in some of the more established approaches, or in one of the new,
exciting approaches being developed. Some of the more established approaches include
the attenuation of live viruses, either in animals or through cell cultare passage, or the use
of inactivated strategies such as virus subunits, inactivated organisms, inactivated toxins,
capsular polysaccharides, protein polysaccharide conjugates, ot synthetic peptides. Excit-
ing, new approaches in vaccine development include the use of nucleic acids (naked DNA)
and the use of recombinant DINA where there is a deletion, or an addition of genetic
materials, Research is also being cartied out regarding the use of pseudoparticles, or
pseudovirions (where a deledon is made in the genome), and in the use of anti-idotype
antibodies. Finally, progress is being made in the area of adjuvants. While aluminum
temains the only licensed adjuvant in the US, a number of others are being evaluated. It is
likely that these will be needed for the further development of subunit and recombinant
vaccines.

In his concluding remarks, Dr La Montagne made a number of predictions for the fumre
of vaccines. First, there will continue to be a great increase in new vaccine development.
Changes will occur and the option will exist to replace established vaccines with better
vaccines, as well as to add new vaccines to established combinations. This increased choice
may be manifested in different combinations of vaccines, vaccines made with nucleic
acids (naked DNA), or new vectors for vaccines. There may also be new, therapeutic
vaccines developed for such infections as HSV or HIV, or non-traditional targets for vac-
cines, such as auto-immunc discases and cancers. As Dr La Montagne so aptly noted, it
will be important that CV{ help manage this transiton from the “bench to the bush,” so
that everyone works together to “reap the fruits of this powerful new technology to the
benefit of children and adults everywhere.”

Following Dr La Montagne’s global overview on progress made and future prospects in
vaccine development, Dt Paul-Henri Lambert, Chief of Vaccine Rescarch and Develop-
ment (VRD), WHO/GPV, spoke specifically about “Limitations to Infant Immunization
and Approaches to Overcome Age-Related Immunodeficiency.” While there have been
significant advances in the last five years with regard to vaccine development, “the child,”
Dr Lambert noted, “has not changed.” One of the main issues which needs to be consid-
ered when contemplating the possibility of achieving the long-term CVI vision—developing
a supet-vaccine which can be delivered at birth, or shortly thereafter—is whether or not
such a vaccine s truly desirable.

As Dt Lambert stated, there are 2 number of advantages to immunizing children under
6 months of ape. First, catly immunization can provide protection to an infant against a
wide range of discases within its first few month of life. Early immunization may protect
an infant against such infectious diseases as pneumococcal pneumonia, Aaemophilus
influenzae type b, rotavirus, measles and pertussis. Second, early immunization makes it
easier to achieve high levels of vaccine coverage due to the fact that newborns are generally
mote integrated into some sort of health care system, 1t has been shown, for example, that
it i easicr to achieve a high level of coverage of BCG when it is administered at birth than
when it is delayed.
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While there are definite advantages to early imnmunization, it also poses some difficulties.
Dr Lambert stated that infants may be characterized as having a certain degree of
“immunological immaturity” as demonstrated by thefr susceptibility to both intracellular
micro-organisms and bacterial discases. This immaturity affects the ability of their im-
mune system to respond to several different vaccines when given early in life. Among
difficultics posed by immunizing infants who have immature immune systems is that
they have yet o fully develop antibody producing B lymphocytes and T cells, responsible
for the climination of extracellular encapsulated bacteria and the elimination of inttacel-
lutar micro-organisms, respectively. The slow development of antibody producing
B lymphocytes during the first two years mieans that infants have difficulty responding to
vaccines destgned to build a response against polysaccharide encapsulated bactetia, The
lack of maturity of T cells during the fiest two months makes it difficult to immunize
infants with protein-based vaccines, as well as some live vaccines,

Another difficulty posed by eatly immunizaton, is that an iafant will already have some
antibodies transferred from its mother, etther through the placenta or through intestinal
absorpton from breast feeding. While these antibodics are selective, those that are trans-
ferred may persist for up to 15 months. Although they do protect young infants against
some infectious diseases, they will interfere with a newborn’s immune response to a number
of vaccines including “tetanus toxeid or corresponding Mib comjugates (1st dose), pertus-
sis vaccine (PT), polio (OPV type 3} and measles” Different approaches are now being
tried in the development of vaceines to citcumvent maternal antibodies, However, the
teansformation from an immature to a mature immune system in an infant may stll be
thought of as & progressive, step-by-step tratning process, Given that an infant must still
develop its own mature immune system, independent of that transferred from its mother,
Dr Lambert thinks it unlikely that immunizations given at birth, or within the first
month of life, will become the recommended norm for all future vaccines. Nonetheless,
as more is learned about the development of the newborn immune system, it will become
possible to develop new methods of immunization for infants.

Responding 1o Dr Lamberts presentation on infant immunization, and acknowledging
that somne neonate infections such as toxoplasmosis can be very harmful, Sir Gustav posed
a question regarding the “flip-side of immunity from maternal antibodies.” What, he
asked, are natural pathways which make early infection desirabler Dr Lambert answered
by noting that although some early infections may seemn desirable given that they are
milder in infants, these infections may be harmful to the person at a later date. An eatly
infection from hepatitis B, for example, may be more harmful to a person 30 years later.
Dr Scth Berkley agreed and noted that the later, oncogenic potential of many early infec-
tions s soll unknown.

The third presentation within the session, “Vaccine Research and Development,” was
given by Dr Seth Berkley, Associate Director of the Health Sciences Division at the
Rockefeller Foundation. Speaking on the topic of “HIV/AIDS Vaccines,” Dr Berkley
discussed both the pressing need for an HIV vaccine, as weil as the current Internadonal
AIDS Vaccine Initiative (TAVI) speat-headed by the Rockefeller Foundation. Opening his
presentation with some compelling statistics, Dr Berldey stated that 16 million people are
currently infected with HIV. Of the 5,000 to 10,000 new cases which accur daily, 90% are
in developing countries. Furthermore, Dr Berkley estimated that even if the amount of
funding currently direcred at HIV prevention was to increase ten to fifteen-fold, the spread
of the epidemic would not be halted. What is needed, he believes, are better prevention
technologics such as female controlled microbicides, better barrier methods, better diag-
nostics to identify and treat STDs and most importantly, an HIV vaccine,
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A number of advances have been made in the last decade with regard to the study of HIV.
In fact, more may be known abour HIV now that any other otganism in history. None-
theless, a number of scientific questions remain unansweted. Topping the list of questions
are, “What is the nature of the immune response for the prevention of infection? and,
“What is the nature of the immune response for the prevention of discase?” We still don't
know the immunological importance of the different subtypes of HIV, nor do we know
the surrogate markers of protection. Thete is also a lack of appropriate animal models for
the study of an HIV vaccine. Compounding and, perhaps, causing some of these unte-
solved scientific obstacles, is the fact that there is a limited number of potential HIV
vaceines moving through the development pipeline. Furthermore, those which are in the
pipeline ate limited in scope by the fact that the majority are being developed for HIV B,
the sub-type which is prevaleat in the USA and Europe, not in the developing world
where most new infections are occurting,

Given the number of unresolved questions and obstacles, one wonders if the develop-
ment of an HIV vaccine is impossible. Dt Berkley does not think so. Supporting his belief
that an HIV vaccine is possible, he cites the fact that there are 35 current studies showing
the efficacy of retroviral vaccines in different animal models. The problem, he believes, is
that there is a “market failure” with regard to the development of an HIV vaccine, pattica-
latly one designed for use in Asia and Africa. This market failure stems from the fact that
although society would benefit from such a vaccine, there are a number of obstacles
which keep industry from pursuing further research and development. These obstacles
include: the probability of success in the near future, opportunity costs, the costs of
clinical trials and potental profitability. Nonetheless, industry involvement is needed in
that the private sector can contribute financing, research and development expertise, ex-

petience with tegulatory apptrovals, efficient manufacruting practices and good distribu-
tion systems, The goal of the IAV] is the coordinatdon of a targeted teseatch effott for an
HIV vaccine which can be used globally. This effort should include industry, as well as
govertinental and non-governmental organizations.

Through a coordinated cffort, rescatch towards an HIV vaccine should beat in mind the
following ideal characteristics: 1) thorough protection—the vaccine must be durable and
protect the individual against all routes of infection; 2) safety; 3) casy delivery—a minimal
number of doses, long shelf-life and heat stability; 4) an unambiguouns marker of
setoconversion; and 5) low cost. In his description of an ideal HIV vaccine, Dr Berkley
voiced an optimism for furure vaccine progress. He also acknowledged the wll that HIV
has raken to date through his concluding quote from the World Bank’s Workd Develop-
ment Repart of 1993, “Historians will lock back on the latter half of this century as having
one prear medical triumph, the eradication of smallpox, and one great medical tragedy,
AIDSE",

In the discussion session following the ptesentations on vaccine reseatch and develop-
ment, Dr Ndumbe spoke about the problem of cost associated with new vaccine develop-
ment. He highlighted the need fot vaccines which are cheap and affordable, and noted
that many developing countrics are still having trouble with the supply and delivery of
cxisting vaccines, Of the new vaccines which are chosen for research and development,
they should be of interest to developing countries. Many countties in Affica, for example,
are particularly interested in the development of a malaria vaeeine and a vaceine which
would prevent ebola fever. Dr DA, Henderson noted that the cost of a new vaccine is
largely dependent upon the manufacturing site and standards set, and stated that perhaps
we should not insist on the uniform application of standatds set by US and European
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industries. Rather than stop development of certain vaccines due to prohibitive costs,
pethaps those countries with the disease burden and limited resources should assume a
tisk/benefit analysis. A malaria vaccine which causes one death in 10,000 would not he
licensable in the U5, Dr Henderson stated, but it might be highly licensable, as well as
desirable in other countries.

E. Contributions of industry: 1990-1995 and beyond

Dr Tom Vernon, Execative Director of Medical, Scientific and Public Health Affairs at
Merck & Company, Iac., was the chair of “Contributions of Industry: 1990-1995 and
Beyond,” the first session on Thursday morning, 26 October. Speaking from a perspec-
tive which includes both public and private sector experience, Dr Vernon said that he
was, “hopeful, yet realistic about bringing industry’s undeniable potential to CVI.”
Dr Vernon’s hopefulness stems from the repeated references in CVI materials to the im-
portance of the private sector and the acknowledgment that industry has a great deal o
offer given its wealth of resources, both in terms of human and financial capital, as well as
its practical knowledge, innovation and established facilities. Agrecing with a recent letrer
written by Dr Roy Widdus to industry leaders, Dr Vernon reiterated the message that
industry has a great deal to offer in the ficld of vaccine research and developmment.

Dr Vernon's hopefulness is tempered by his realism about the degree to which industry
and CVI can work together, at least in the short-term. Industry he stated, is not currently
involved to a satisfactory extent in CVI. This, he belicves, s largely due to ideological
differences between the public and private sectors, and the continued misunderstanding
that industry, driven by a profit motive, cannoc at the same time udlize its resources for a
positive societal benefit. Nonetheless, Dr Vernon noted that Dr Widdus is dedicated to
including industry in the planning and on-going work of CVI, and acknowledged his
efforts to reach our to industry leaders to ask their views on how the CVI Secretariat
might facilitate industry’s participation in CVI objectives. 1f such a partnership can be
achieved, the potential for private sector contribution to the work of CVI is tremendous.

Dr Vernon then proceeded to introduce the featured speaker of the session,
Mr Jacques Martin, Chair, Biologicals Committee, International Federation of Pharma-
ceutical Manutacturers Associations (IFPMA). Mr Martin began by telating how he started
his career in industry 20 years ago, at roughly the same time that the Expanded Programme
on Immunization (EPI) began. Industry, he said, is proud to have played a part in the great
success which immunization programmes have achieved. In the last decade alone, the
number of doses of vaccines used has increased ten-fold. Given its continued progress, the
vaceine industry has, he believes, reached a point of transformation. Due to a great effort
in research and development over the past five years, the economics of vaceine manufac-
turing 2re changing. The changing economics will affect who produces vaccines, where
they produce them, and how much they will eost. This economic transformation will, in
rarn, necessitate 2 reassessment of how vaccines and immunization programmes are valued.

Mr Martin remarked that a great effort in research and development has been taking
place, spurred on by such modern technologies as recombinant DNA, DNA immuniza-
tion, new adjuvants and new delivery systems. With 100 vaccines in clinical trials and
150 more in pre-clinical development, scientists have never been so active. However, the
cost of developing just one new vaccine is high, at a price of US $200 million to $400 mil-
lion. This is due not only ro difficulties encountered in initial scientific research, but also
in the costs associated with assessing vaccine safety and efficacy. Industry is, according to
Mr Martin, coveting a large portion of the costs of vaccine research and development
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through an estimated annual expenditure of approximately US $500 million (not taking
into account the contributions of biotech companies.) Of industry expenditures, 25% to
30% is devoted to new innovations, while 70% is directed towards funding the extensive
studies requited in the development and production scale-up of new vaccines, These high
costs have led to a concentration in the international vaccine industty. There are now
fewer than ten active companies, only five of which have a large impact internationally.
Additionally, the high costs increase the motivation of the large companies to patent their
developments and ensure their intellectual property rights so they have a proportionate
teturn on their investments,

Mt Martin believes that in addition to the high costs of developing new vaccines, the
overall volume of vaccines produced will increase as new vaccines are made available and
immunization programmes ate implemented to their fullest extent. While transfers of
technology are often considered to be an appropriate way in which to increase vaccine
availability, they are not necessarily the most cconomically feasible way. With current
large scale production, vaccines are offered on a two-tiered system with lower prices afforded
to developing countries. Prices for certain existing vaccines may be reduced even furthet
if trade barriers are dismantled and martkets become more competitive. While a countty
may wish to acquire technology for reasons of national independence and hard currency
savings, local production may not be economically justifiable and industry will not,
according to Mr Martin, support economically unjustifiable projects. It will, however,
contribute to the establishment of apptopriate quality control processes fot existing pro-
duction facilities.

Due to the elevated costs of research and development, the price of new vaccines will be
highet than the price of existing vaccines, even if the two-tiered pricing system is tetained.
In answet to the question, “Will these new vaccines be affordable?,” Mr Martin responds
that there must be a reassessment of the value of vaccines and immunization programmes.
In addition to higher research, development and production costs, Mr Martin believes
that the value of preventive vaccines alone justifies a higher price. Currently, vaccines are
much less expensive than therapeutic drugs, yet they can protect an individual for life
against a deadly disease. In order for the CVI vision to be achieved, the interpational
community must, stated Mr Martin, rethink its priorities and allocation of resources. It
must rethink the value of vaccines and not expect unrealistic pricing by the private sector.
This will necessitate new political mobilization and advocacy effotts on the part of CVL

Sir Gustav opened the discussion session following Mr Mattin’s presentation by stating
his agreement with the point that there are many reasons why a country would want to
be the tecipient of a technology transfer and develop its own vaccine production. Addi-
tionally, he stated, biotechnology is a relatively inexpensive way for a country to begin to
modernize and enter the world of high technology. Taking into consideration the reasons
for technology transfer, Sit Gustav was interested in Mr Martins thoughts on 2 rapidly
developing country, such as Thailand, seeking to build its vaccine production capabilities.
Mt Martin responded by stating that his comments regarding vaccine production and
cconotmies of scale were primatily related to the production of EP vaccines, and that each
country should analyze its individual market for other vaccines, as well as the potendal
value added through local production.

Expounding on the issue of Jocal production, as introduced by 5ir Gustav,
Dt R.B.J.C. van Noort of the National Institute of Public Health and the Environment
from the Netherlands, stated that 50% of BPI vaccines are produced locally and that one
can’t simply tell countries to forger about local production. Furthermore, while he real-
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izes the importance of the private sector, he thinks that the very important contributions
of public institutes and universities should be fully noted, and that they should be given
credit for subsidizing vaccine development costs through the organization and manage-
ment of field trials. Mr Martin responded by clarifying that he did not say that only large
companies should produce vaceines. However, he did emphasize his belief that there are
undeniable economic realities which favor large producers. Regarding the important role
played by public institutions, Mr Martin noted his agreement.

Also related 1o the issue of large scale production and the high cost of vaccine develop-
ment, Dr Henderson questioned the base figure quoted by Mr Martin of US $200 million.
Relating that it seemed to be very high and that he had heard it is only a crude fipure (50%
comprised of forgone opportunity costs), Dr Henderson wondered whete the figure comes
from and if it is an appropriate figure to be using, The figure is important in that it can
hinder the initiation of research and development of new vaccines, Mt Martin stated that
the figure onginally came from SmithKiine Beecham and is based on the development
costs for the hepatitis B vaccine. Although the amount is significant, Mr Martin believes
that it is a realistic figure for a vaccine which will be used internationally and must pass
through all the development and regulatory tests. On a closing note, Professor Moises
spitz of the National Microbiclogy Institute in Argentina, challenged industey wich the
rthetorical question, “How would the history of science and mankind be different if Pas-
teur had patented 2ll of his achievements?”
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1.

CVT’s role into the
21st century

Dy Jaime Sepulveda, Director of the National Institute of Public Health in Mexico,
acted as chair of the session entitled “CVI% Role into the 21st Century” The previous
sessions in the CVI Fifth Annual Consultative Group Meeting focused on progress made
in specific issue areas since the World Summit for Children in 1990, The purpose of this
session, however, was to look at progtess made in the coordination of the activities of
different issue areas, and to look at how CVI might best fulfill its role in the 21st century
as a coalition devoted to building consensus, coordinating activities and promoting advo-
cacy for vaccine research and development.

Rather than begin the session by attempting 2 global overview of wotldwide coordination
activitics in vaccine rescarch and development, Dir David Salisbury, Principal Medical
Officer of the Department of Health in the United Kingdom, was invited to speak specifi-
cally about his country’s ptogress in coordinating vaccine research and development.
Referring to the UK as the “golden standard” which all countries may look to as an
example of how to integrate different activities, Dr Sepulveda introduced Dr Salisbury
and his presentation enttled “The Spectrum of Vaccine Research and Development: From
the Molecule to the Ampoule.” Dr Salisbury began by srating that it is very difficult 1o
establish an *“end to end mission” by which one can manage the different stages of the
vaccine continuam including basic science research, establishing and securing regulatory
approvals, manufacturing, supply and the actual operadon of immunization programmes.
All of these stages are funded differently and managed differently. Nonetheless, Dr Salisbury
teviewed some of the recent highlights achieved through government funding of vaccine
research and development in the UK which, he stated, contribute to the future establish-
ment of a CVI continuum.

The UK continnum begins with the Edward Jenner Vaccine Research Institute, a new
research center started through the combined efforts of the private and public sectors.
Glaxo Wellcome contributed £10 million in start-up costs and has pledged to meet half of
the running, operational costs. The other half of the operational costs will be met, over
the next decade, by a number of different government agencies including the Medical
Research Center (MRC), the Biological Sciences Research Council (BSRC) 2nd the De-
partment of Health (DH). The research center prioritics include the study of immune
systemn mechanists, formulation studies and the establishment of animal models for vac-
cine evaluation. Funded and managed by the Department of Health, the next stop on the
continuum is the Centre for Applied Microbiology and Research (CAMR). With research
priotities set by the DH, and funded annually at approximately £2 million, CAMR is
involved in basic reseatch, surveillance and manufacturing, Current CAMR priorities
include tesearch on meningococcal and measles recombinant antdgens, the surveillance of
immune system responses to certain vaccines and the manufactire of antigens.
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Managed by the Department of Health, the National Institute for Biological Standards
and Control (NIBSC) receives its funding from the DH, vatious tesearch councils and
private industry. The NIBSC channels its extensive research background on a number of
different vaccines into its primaty responsibilities which are the batch testng of vaccines
and immunologicals, and the setting of world-wide biological standards. Next, the Medi-
cal Research Council (MRC) is a government agency which collaborates with the DH. In
addition to its support for vaccine related research, the MRC is initiating, in November of
1995, a Strategic Planning Group which will make recommendations and set priotities for
futute research according to the public health needs of the UK, as well as other countries
worldwide, Responsible for vaccine related research further down the continuum is the
Public Health Laboratory Service (PHLS) and its Communicable Discase Surveillance
Centre (CDSC). This organization, funded by and accountable to the DH, is largely
involved in “phase IT reactogenicity and immunogenicity studies.” For example, one study
has focused on the evaluation of acellular pertussis vaccines, while another has focused on
meningitis vaccines.

Near the end of the vaccine research and development continuum is the Department of
Health. The DH is responsible for the overall management of the natiopal immunization
programme of the UK. In accordance with its responsibility, the DH creates immuniza-
tion strategies by using mathematical modeling which involves a number of different
vaccines. It also conducts different evaluations of candidate vaccines and is currently coor-
dinating an evaluation of combination vaccines which have, as one of their components,
the new, acellular pertussis vaccine. This evaluation is being carried ouc by other organi-
sations in the continuum, the CDSC, the NIBSC and CAMR. Additionzlly and perhaps
most importantdy, the DH putchases all vaccines for the national imemunization programme
through open, intcrnational tenders. Finally, the Office of Science and Technology coot-
dinates 15 panels in its Technology Foresight Programme. The programme is designed to
disseminate information and facilitate informed spending decisions by industry and gov-
ernment. Particularly relevant to CVI is the Health and Life Scicnces Panel which makes
recommendations applicable to the UK continuum and its coordinated efforts in vacane
research, formulating, testing, manufacturing and purchase. In concluding his prescnta-
tion, Dt Salisbury teminded the audience that the Government of the UK is the final
customer at the end of the vaccine continuum and is, as it should be, integrally involved
throughout the development process.

Dt Roy Widdus, Scientific Coordinator of the Children’s Vaccine Initiative, presented
“CVI's Mission, Activities and Strategic Plan.” Thanking Dr Salisbury for his presenta-
ton, Dr Widdus stated that the challenge for CVI is to see that the success of the UK is
replicated on a global scale. Before beginning his review of CVI activities and discussion
of how such a success might be replicated, Dr Widdus took a moment to answet the often
asked question, “What is CVI?” He described it as “an informal coalition dedicated to
expanding protection against infectious diseases through the development and introdue-
tion of new and improved vaccines.” Membetship, he said, is inclusive. He views all col-
lzborators within the vaccine field as members of CVI. The CVI Sccretariat, in contrast,
is a small group of people responsible for the coordination of CVI activities. Dr Widdus
likened the relationship between the CVI Secretariat and its broader-based coalition 1o
that between a conductor and an orchestra; helping the various members to act more
cohesively.
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Commenting on the fact that infections diseases are still the leading cause of wortldwide
mortality and morbidity, causing 16 to 20 million deaths annually, Dr Widdus reminded
the audience that the final goal of CVI and its collabotators is the reduction of disease.
While immunization coverage levels may serve as adequate process measures, the real
outcome which must be measuted is the reduction in the incidence of disease. The most
notable successes to date have been the eradication of scallpox and progress made towards
the eradication of polio. In addition to polio eradicaton efforts, there has been substantial
progress since 1990 in the reduction of the disease burden of a number of EPI discases,
According to statistics gathered by WHO/GPV/EPL, immunizations prevent 90% of
potential deaths from diphtheria, over 60% of deaths from pertussis, 60% from measles,
60% from neonatal tetanus, 30% of deaths from hepatitis B, and approximately 5% of
potential deaths from tuberculosis and yellow fever, The progress made in the reduction
of deaths caused by these diseases can be attributed to increased coverage and improved
technology, However, little progress has been made in the last five yeats towards reducing
mortality and morbidity caused by typhoid, cholera and rotavirus, or from acute respira-
tory infections such as haemophilus B, No impact at all is being made with regard to a
number of parasitic diseases like malatia, which is tesponsible for over two rmillion deaths
annually.

What we still need are better vaccines. These vaccines should be protective against a wide
range of infectious diseases, and should be of copsistently high quality. ‘They should be
casy to deliver, requiring only the minimal oumber of heat-stable doses. Finally, they
should be effective early in life and freer from adverse side effects. While the list of cha-
acteristics for an ideal vaccine(s) seems well established, the ptocess for developing that
vaceing is somewhat less so. Referring to the process by which vaccines are researched and
developed, Dr Widdus stated that rather than being a linear process, ot pipeline, it often
resembles 2 large number of disconnected pipes. Increased coordination by CVI should,
however, help to facilitate the process so that it is easier to produce better vaccines that
prevent disease.

Dr Widdus stated that CVI can promote the development of better vaccines through the
achievement of its intermediate objectives. First, CVI seeks to build consensus among
those in the vaccine field. Its strategies for consensus building include the annual Consul-
tative Group Meetings where ideas and information are exchanged between all coalition
members, and the creaton of Task Forces on Strategic Planning, New Vaccines, and Sup-
ply and Situation Analysis. Task fotce metbets are being drawn from both the public
and private sector, and from a wide geographic tange. Second, CVI seeks to coordinate
priotitics and direct resources to funding gaps. Future activities towards the achievement
of this objective may take the form of cost-effective analyses on the research and develop-
ment of certain vaccines, Other activities may include smudies on vaccine introduction.
Currently, there is no vaccine in wide use in developing countries which was licensed less
than 25 years ago. We need to find out what we ate doing wrong that the benefits of
vaccine research and development ate not reaching everyone. Third, CVI promotes advo-
cacy measutes for vaceines and immunization. Because vaccines are a form of preventive
medicine, they often don't receive the notice ot acclaim that they should receive. In-
creased advocacy efforts on the part of CVI should help raise both awareness and financial
tesoutces fot the development of better vaccines.

In the discussion following the session on “CVI’s Role into the 21st Century,” Dr Vernon
of the USA posed a question to Dr Salisbury tegatding the orderly research continuum he
introduced. Noting that research is not always linear, Dr Vernon wondeted if there was
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“opportunity for genius” left at the Jenner Institute, Dr Salisbury responded that yes,
opportunity for creative scientific investigation existed, particulatly because the Jenner
Insticute is at the beginning of the research continvum and looks at immune processes,
not candidate vaccines. Furthermore, the spectrum which he introduced shows a coordi-
nated government effort and does not include all efforts made by academic institations
and private groups. Then, in response to a compliment by Dr Scott Haistead on the
otganizatton of the continuum, Dr Salisbury went on to say that he didn't create the
different institutions in the continuum. The institutions were there and the challenge for
the Deparument of Health was to see what each could best contribute, and then link them
together. The vaccine continuum was not necessatily a straight line he said, but really “an
amzzing tour of alpine scenery” Finding the comparative advantage of different organiza-
tions and then linking them together is, according to Dr Salisbury, the same challenge
that CVI will face internationally.

Comments were also raised in the discussion session about the advocacy role of CVI At
the end of his presentaton Dr Widdus had posed a questdon with regard to whether or
not CVI needed a special group, or task force on advocacy. Dr John La Montagne re-
sponded that yes, an advocacy group is needed. Paradoxically, as immunization programmes
are mote effective in their prevention of disease, people tend to notice them even less.
Dt Mahoney agreed, However, he suggested that the group devoted to advocacy be more
of an on-going, continuous group, rather than another task force.
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5.

Wotkshops for the revision of
CVI strategic plan

Designed to complement the main plepary sessions of the meeting, and to encourage the
active involvement of the participants attending the CVI consultative group, the work-
shops were structuted so as o be an integral component of the meeting, Held on the
second day, the four workshops addressed the topics of: 1) Advocacy for Vaccines and
{mmunization; 2) Choosing Desirable Vaceines and Vaccine Combinations for the 21st
Century; 3) Intellectual Property Rights: Access to New Technologies and Products; and
4) Financing the Introduction of New Vaccines. Through active discussions, the modera-
tors of these workshops were able to draw on the expertise of the various patticipants.
The final product of each workshop was a paper, the essence of which will be forwarded
to the Task Force responsible for updating the new CTT S#rategr Plan. Summaries of each
paper ate included as annexes to this report.

The first workshop, “Advocacy for Vaccines and Immunization,” was co-moderated by
Dr Isao Arita, Chairman of the Agency for International Health (ACIH) in Japan, and
Mr Andrew Burness, President of Butness Communications, USA. Ms Ellen Wilson of
Burness Communications and Mr Jobn Maurice of the CVI Secretariat were the wotk-
shop rapporteurs. The purpose of the workshop on advocacy was to highlight the crucial
role of advocacy for the future of vaccine development and public health, and to do so
from two perspectives: that of the “advocate” who informs national politicians for the
purpose of raising money, either directly or bi-laterally for specific ptojects, or for the
CVI Secretariat; and that of the “decision maker” who is on the receiving end of the
request from the advocate. Questions raised in the workshop included: What information
is perrinent to the decision-maker who is being approached to support CVI? Do pub-
lished articles in professional journals help? Does cost-effectiveness information actually
influence decisions regarding vaccines and immunization? How valuable is media cover-
age? And which strategies should be used by CVI to educate and inform national politi-
clans? (Please see Annex 5 for workshop summary)

Co-moderating the second workshop, “Choosing Desirable Vaccines and Vaceine Combi-
nations for the 21st Century,” were Dr 8. Ramachandran, a Fogarty Scholar from the
National Institute of Allergy and Infectious Diseases (INIAID) at the National Institutes
of Health (NIH), USA, and Dr John La Montagne, Director of the Division of Microbi-
ology and Infecticus Diseases, NIAID/NIH. Dr Bruce Gellin, also of NIAID/NIH,
acted as tapporteur for the session. The stated objective of this workshop was to examine
the transformation of vaccines from “commeodities” that have been available to national
immunization programmes, to an expanding menu of desirable technologies that will
requite new strategics for cvaluation and selection by programme managers, national con-
trol authorities, vaccine purchasers and local and multinational vaecine producers. In
turn, these may have profound impacts on exisdng programmes and budgets. The work-
shop also examined a variety of petspectives on the process for selection of new vaccines
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for development and incotporation into immunization progratnmes (health, cconomic,
manufacturing and logistic) The overall goal of the workshop was to prepare a framework
by which national and regional decisions on choosing vaccines and vaceine combinations
for the 21st century can be made. (Please see Annex 6 for workshop summary)

The third workshop, “Intellectual Property Rights: aceess to new technologies and prod-
uces,” was co-moderated by Mr Charles Caruso, Internadonal Patent Counsel of Merck
& Co., USA, and Dr Isaias Raw, Director of the Butantan Institute in Brazil.
Elizabeth Fuller, B2q., of the CVI Sccretariat, acted as rapporteur for the workshop.
This workshop was designed to address the fact that many new and exciting products and
technologies, governed by patents and international licensing agreements, will enter the
vaceine market in the coming years. This licensing raises a number of questions. How can
innovations be made accessible to the developing world in 2 way which ensures that their
developers are appropriately recompensed? Can this be done in a way that uses vaccine
production facilities already in place in the developing world that meet acceptable sran-
dards? And, for those countries which cannot reasonably be expected to produce locally,
such as the UNICEF “Band A” countries, ate thete other ways of dealing with IPRs? For
cxample, would a separate agreement be possible by which royalties are forgone for vac-
cines purchased by UNICEF for use in the poorest countries® (Please see Annex 7 for
workshop summary.)

Co-moderating the workshop on “Financing the Introduction of New Vaccines,” were
Dr Terrel Hill, Principal Advisor of the Child Survival Unit at UNICEF, and
Dr Bjorn Melgaard, Chief of WHO/GPV/EPI. The rapporteur for this workshop was
Ms Amie Batson of Vaccine Supply and Quality (VSQ), WHO/GPV. As the workshop
organizers stated, the financing to introduce new vaccines into immunization programmes
must come primarily from national budgets. However, while some countries are able to
finance their existing and new vaccine needs, the neediest countries will not, and perhaps
cannot introduce new vaccines if they do not receive some form of support, This work-
shop explored whether or not the introduction of new vaccines is a financial priority and
how it should be decided which vaccines should be financed and for which countries. The
workshop also addressed how the financing might be strucrured to achieve the objectives
of sustainable supply of existing vaccines and timely introduction of new ones. The tar-
geting strategy adopted by WHQ and UNICEF and the results of the recent UNICEFR
tender were used as starting points for the discussion. (Please see Annex 8 for workshop
SUmMmary.)
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6.

Expanding advocacy for
immunization and vaccines:
strategies to implement locally

The chair of the session on “Expanding Advoeacy for Immunization and Vaccines: Surat-
cgies to Implement Locally,” was Dt Scott Halstead, Director of Infectious Disease
Research for the Naval Medical Research and Development Command. Dt Halstead opened
the session by providing a consolidated version of CVI objectives. The two most funda-
mental CVI objeetves, as described by Dr Halstead are: 1) to help those wotking in the
vaccine field make the appropriate choices so that the best vaecines possible are developed
and delivered; and 2) to motivate policy makets and wortld leaders to find the necessaty
resources to make this vaccine research, development and delivety possible. The central
¢lement to the achievement of both these objectives, said Dr Halstead, is advocacy.

The first objective—helping those in the vaccine field make approptiate choices so that
the best vaccines are developed and delivered—incorporates a pumbet of technical ele-
ments. The desited clements of a new vaceine include heat stability, affordability, preven-
tion against a wide range of infectious diseases, and simple delivery (either a single inject-
able dose or an orally delivered vaccine). In order to achicve the technical advances neces-
sary to create such a vaccine(s), both policy makers and scientsts alike must be comimitted
to disease prevention. This commitment will come when people demand it. In Dr Halstead’s
words, “there must be 2 pull from the prospective consumer of children’s vaccines.” This
pull will come from advocacy efforts which raise people’s awareness about the public and
personal health benefits of better vaccings. The second objective—motivating policy makers
to find the resources for vaccine research, development and delivery—is also directly related
to advocacy. There must be a “push” from national budgets, as well as both public and
private capital sources, for the development of better children’s vaceines.

Advocacy efforts for better children’s vaccines face a formidable challenge. Policy makers,
scientists and consumets must reassess the value of vaccines. Accotding to Dr Halstead,
thete is currently a distorted value system with regard to vaccines, patticulatly as com-
pated to therapeutic drugs. Even though people recognize that vaccines ate an cxtremely
effective method of preventing disease, they are often considered to be of low cost, and
thus low value. This, Dr Halstead believes, is due to the fact that vaccines were originally
developed in heavily subsidized public laboratoties and then purchased and provided by
governtnents either free of charge, or at a very low cost. Therapeutic drugs, on the other
hand, are generally developed and marketed by the private sector at a much higher cost
and are often seen as more valuable. For example, people may be willing to pay more for
a drug to treat an infection than they would have paid for a vaccine to prevent the infection in
the first place.
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Given the need for renewed advocacy efforts, the next issue is how that need can be
fulfilled. Dr Halstead noted four important steps necessary in advocacy for children’s
vaccines. Tirst, there is the need for renewed enthusiasm about the potental health ben-
efits for children’s vaccines. Second, those working in the vaccine field must be bold
enough to advocate for high quality vaccines and ler others know their real value is not
pennies, but dollars per dose. Third, campaigns must be designed so that policy makers
and governments are made aware of the true cconomic benefits of vaccines. The value of
z vaceine is even more striking if it is costed out over the lifetime of a2 consumer. Finally,
2 worldwide CVI movement needs to be started. In order to achieve this, Dr Halstead
called for CVI committees in every country of the world, dedicared to advocacy for
children’s vaccines,

Following Dr Halstead’s remarks on the global need for renewed and expanded advocacy
efforts, Dt Jaime Sepulveda Amor, Director of the Mational Institute of Public Health,
Mexico, speke on the topic of advocacy for children’s vaceines from the perspective of
both a public health professional and a national policy maker. Specifically, Dr Sepulveda
described the recent Mexican experience with regard to advocacy. He began by describing
the background of the national vaccination programme and then described how local
strategies involving advocacy helped to strengthen and ensure the overall success of the
programme.

The year 1986 matked the beginning of pational immunization days in Mexico. After the
cutbreak of the meastes epidemic in 1990, these national immunization days were incor-
potated into a larger, more universal vaccination programme which was necessary ro com-
bat the epidemic. In order to achieve success, the national vaccination programme ncor-
porated a number of advocacy related strategies. First, local vaccination committees were
cstablished to help coordinate activities and spread awareness. Second, the government
mobilized all levels of society by coordinating local groups to help with the vaccinatons
activities, and by obtaining support from various civic groups. Finally, vaccines and vacci-
nation efforts were integrated into all levels of the health system. The operational mecha-
nisms of the vaccinadon programme also incorporated advocacy efforts by concurrently
increasing both awareness and availability. These operational mechanisms included:
1) establishing a permanent supply of vaccines at health posts; 2) organizing vaccine bri-
gades; 3) cnsuring a constant vaccine supply in hospitals; 4) coordinating school based
vaccination and health campaigns; and 5) organizing awareness campaigns using the in-
digenous languages found in different parts of Mexico. Advocacy through community
education also supplemented the programme opetation,

The impact of the national vaccination campaign seems to have been very positive, at
least in terms of coverage levels. A 1990 suevey of 250,000 houscholds, both urban and
rural, showed that the coverage level of the complete EPI vaccination schedule for chil-
dren aged 1 to 4 years was 46%. In 1994, the coverage level for the same group was 92%.
Due to the positive outcome, the national vaccination programme has been continued
and now includes national health weeks during which vaccines are given in conjunction
with doses of vitamin A, deugs which fight intestinal parasites and packets of oral rehydra-
tion thetapy. The lessons learned from the success of the programme in Mexico are, ac-
cording to Dr Sepulveda, two-fold. First, vaccine programmes should be integrated into
primary health care systems, but they require the technological and logistical support of
vertical programmes, Second, there needs to be political appeal, through advocacy efforts,
to ensurc the success of a broad-based national campaign.
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Speaking on advocacy efforts from the petspective of a civic group was
Dy Archimedes Theodoro, Chaitman of the National PolioPlus Committee of Brazil
for the Rotary Foundation. As acknowledged by the “Health for All” gold medal awarded
by the Wotld Health Organization, the Rotary Foundation has, on z global level, played
a very important part in current polio eradication efforts through their advocacy and
fundraising cfforts. There are currently five regional PolioPlus committees which are
designed to work within the geographical regions, as defined by WHQ, whete polio is
endemic. The only area which is not covered by these committecs is the Western
Hemisphere where polio was declared eliminated in September of 1994, The Rotary
PFoundaton was instrumental in this elimination of polio from the Ameticas. In his pre-
sentation, Dt Theodoro explained how the Brazilian Rotarans, in patticular, contributed
to this effort.

To begin their advocacy efforts in Brazil, the local Rotarians organized a PolioPlus Com-
mittee as part of a larger PolioPlus Programme in 1986. The Committee began its work by
pledging to the Brazilian Government that they would help buy vaccines for 20 million
children, to be used in biannual national immunization days, for a period of five years. To
comply with their promise, the Brazilian Rotarians then began a widespread advocacy
and fundrajsing campaign. The PolioPlus Committee worked in conjunction with the
Ministry of Health and the Pan American Health Organization (PAHO) to mobilize the
private sector in Brazil and secure funds to supplement the National Immunization
Programme. In addition to advocating for funds from local businesses, the PolioPlus Com-
mittee ditected its advocacy efforts towards the mobilization of human tesources. They
helped organize the training and supervision of volunteer vaccinators; set up tefrigerators
and ice bozes to help ensure the cold chain; provided vehicles and fuel; and conducted
census activities to determine which children still needed to be immunized. Finally, the
Brazilian Rotarians helped inidate, and are sdll promoting, widespread surveillance in an
cffort to prevent the reintroduction of the wild poliovirus in Brazil.

As Dt Theodoro stated, Brazils experience, “clearly demonstrates that the most effective
advocates are those who are actively involved in the problem.” On a worldwide level,
Rotary International is continuing its support for pelio elimination. It has created an
Ad Hoc Task Force on International Advocacy with a dual objective. First, to encourage
donors, businesses and foundations to commit both finaneial and human resources to
help achieve the goal of polio eradication by the year 2000. Second, to continue to encour-
age the governments of polio endemic countries to comply with the WHO polio eradica-
tion strategy. According to Dr Theodoto, the key to the success of the Rotary Foundation®s
efforts is its ability to build coalitions and partnerships with other groups, Through
enlisting additional partners, cach with defined toles and tesponsibilities, the Rotary Foun-
dation is able to muldply its advocacy efforts.
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Summary
and closing remarks

Sir Gustav, Chair of the CVI [ifth Annual Consultative Group, began his summary of
the meeting by stating that it was not yet approptiate to provide a “state of the union”
address on CVI, as if walking to a room full of US senators and congressmen, CV, he said,
was still too new. He likened the members of CVI to primary school children and said
that rather than provide a formal report card, it would be mote approptiate to just make
a fow notes for the guidance of the parents,

Sir Gustav began by giving high marks to CVI in vaccine research and development. He
referred to the rescarch explosion which has taken place since the 1990 World Summit for
Children as an “embarrassment of riches.” There is now 2 wide range of discases being
addressed; diverse ideas are being explored as to how best strenpthen immune responses;
aggressive research is being pursued on mucosal immunity 2nd oral routes for vaccines;
and there are numerous ideas on different vaccine combinations. Although research on
the whole has been going well, there arc still two bordenecks which have been noted, the
more expensive development and clinical trial phases. In defense of recent efforts, Sir Gustav
noted that chese two areas have always been bottlenecks due to the higher costs involved.
Furthermore, accllular pertussis has been developed and tried, and three other reladvely
new vaccines have been introduced, hepadas A, hepatitis B, and beemapbilus influengae B.
The area which has proven more problematic, due to lack of organization and resources,
is the introduction of new vaccines in developing councies, Sir Gustav stated that he was
glad to hear that this is an area which CVI would like to address in the future.

In addition to new vaccine rescarch and development, rematkable progress has been made
in the application of existing vaccines, We have now reached a point where polio cradica-
tion seems to be an achievable goal in the near furure, and some success has been achieved
in measles control. Nonetheless, 1.5 million deaths per year due to measles are still o0
many. The current polio eradication and measles control efforts bring up an interesting
question with regard to the application of existing vaccines. “What, if anything,” asked
Sir Gustay, “should be done with new vaccines developed for the same diseases?” More
specifically, should one try to develop and introduce the new, more thermostable vaccine
for polio and the new vaccine against measles which can be given to infants under 9 months?
Sir Gustav believes we should continue to press forward, as hard and fast as we can, with
the delivery of existing vaceines. However, we should also continue to research new, im-
proved vaccines as insurance against future discase burden. The re-emergence of diphthe-
tia is, he said, a sobering remindet that we need constant vigilance in our discase control
and eradication programmes.

For the next subject on the report card, collaboration with industry, Sir Gustav gave CV1
fair marks. Leaders from Industry necd to be integrally involved in CVI as full partners.
Furthermore, we need to encourage the continuadon of a pluralistic system in vaccine
manufacturing, As was stated by Mr Jacques Martin, thete are now only five large interna-

CVVGEN/96.06 35




tional vaccine producers. According to Sir Gustav, there should always be at least four or
five multinationals which are mass producing vaccines so there will be adequate competi-
tion and fajr pricing. This does not, however, preclude the importance of some transfer of
technology to developing countries who wish to increase their self-sufficiency and level of
technology. There will always be room for “niche players,” or specialized producers. What
Sir Gustav cautioned against was encouraging small, inefficient producers which may
produce inferior products at a highet cost.

As progress continues in the areas of vaccine research, development and manufacturing,
thete will be a concurrent struggle for resources. One solution, according to Sir Gustay, is
to work towards the reallocation of global resources spent on health. The current health
budget of the world is US $2 trillion. Of that, US $190 billion, or 10%, is spent in devel-
oping countties. Only $4 to $4 1/2 billion, or 5%, of that amount represents international
ajd flows from developed to developing countries. What those figures mean, is that there
is very little support given to developing countries for health. Furthermote, 2 very small
peteentage of all health spending is spent on vaccines. Of the $2 willion global total for
healch, §6 billion, only 0.3%, is spent on vaccines. This figure looks even smaller when
compared to the $200 billion, or 10% of the total, which is spent on drugs. Given these
statistics, one would think that there should be plenty of room for an increased allocation
of funds to vaccines, particularly vaccines in developing countdes. Perhaps what is needed
is the demand for a reallocation of ptiofities.

The demand for a reallocadon of priorities and the increased allocation of funds for vac-
cine research and development, direetly relates to the last subject on Sir Gustav's CV]
report card, advocacy. While he didn’t give CVI a mark on its advocacy efforts, Sir Gustav
did caution that advocacy nceds to be constant. Referring to the Consultative Group
Meeting as a gathering of the faithful, he said that we shouldn® just preach to the con-
verted. Rather, as Dr Theodoro from the Rotary Foundation stated, we should all act as
ambassadors for CVI. Not one to encourage reticence, Sit Gustav said that we should 2ll
advocate at cockeail parties and in the workplace for “the greatest and most cost-effective
health intervention of all time” To the question, “Do we need a CVI task force on advo-
cacy?,” Sir Gustav answered yes. Howevert, he said that everyone should continue to make
a personal effort towards advocacy, using the successes of CVI to breed more success,

Following Sit Gustavs summary, the Executive Secretary of the Childrens Vaceine Initia-
tive, Dt Lee, presented the concluding remarks of the Fifth Annual Consultative Group
Mecting. After thanking all the participants for finding the time in their busy schedules
to attend the meetng, Dr Lee said that there was one patticulatly impottant message
from the meeting which he wished to highlight. That message, he said, is that CVI js still
evolving. It is still searching for what needs to be done and exploring how best to do it
After a period of consolidation, CVI is now on a much firmer base from which to move
forward. This consultative group meeting was particularly important in helping CVI to
chart the new directions it will take into the 2Tst century.

Of the many issues raised at the meeding, one issue which was brought up repeatedly is
the need for increased advocacy effores. It is clear that the CVI Secretariat must enlist the
help of all partics and avoid preaching to the converted. Furthermore, these advocacy
efforts must be targeted so that a renewed commitment is secured from the same level of
policy makers that originally launched CVI at the World Summit for Children. On the
technical side, there has been much progress in the delivery of vaccines to children in the
developing world and there is a call for CVI to continue to strive for better, higher quality
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vagcines. There is also a call, said Dr Lee, for CVI to broaden its scope of work on new
vaccines to include vaccines against diarrheal diseases and acute respiratory infections.
Finally, with regards to vaccine supply and financing, Dr Lee noted two main changes.
The new vaccine procurement strateyry developed by UNICEE, and the increased com-
mitment from developing countrics towards vaceine self-sufficiency, have freed up a great
deal of funds in the area of vaccine financing In all these areas, and in many others, CVI]
has received valeable feedback which can be incorporated in the new CTT Strategic Plan.
Dr Lee noted that the pardeipadon at this CVI meeting, particularly through the worke-
shops, was both tefreshing and revitalizing, Once again, Dr Lee thanked the participants
and invited them to attend the Sixth Annual Meeting,
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Annex 1:
Agenda

Wednesday, 25 October, 8.30 a.m. - 6.00 p.m.

8.30-10.00

10.00-10.30

10.30-12.30

Welcome

Opening of the Mecting
Dr JW. Lee, Executive Secretary of the Children’s Vaccine Initiative

Welcome
Dr Adib Jatene, Minister of Health, Brazil

Remarks
Dr H. Nakajima, Director-General, World Health Otganizaton (WHQ)

Coffee Break
Progress since the World Summit for Children

Disease Control: 1990-1995
Session Chair: Dr LW, Lee, Executive Secretary, CVI and Direcror, Glo-
bal Programme for Vaccines and Immunization (GPV)

i.  Giobal Polio Eradication
Dt Bjorn Melgaard, Chief, Expanded Programme on Immuniza-
tion (EPI), WHQ/GPV

ii, Measles
Dr Ciro de Quadros, Director, Special Programme for Vaccines and
Immunization (SVI), Pan American Health Organization (PAHO)

ill. MNeonatal Tetanus
Dr Francols Gasse, Medical Officer, WHG/GPV/EP]

iv. Introducton of New Vaccines
Dr Thomas More Chaita, Deputy Director of Maternal and Child
Health and Family Planning Division, Ministry of Health and
Child Welfare, Zimbabwe

v. Discussion
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Vaccine Supply, Sclf-Sufficiency and Quality: 1990-1995
Session Chair: D I Arita, Chairman, Agency for Cooperation in
International Health (ACIH), Japan

1

iii.

The Commitment of Brazil o Vaccine Self-Sufficiency
Professor Jorge Kalil, Dircctor of Transplant Immunclogy Lab, Sio
Paulo, Brazil

Global Progress in Establishing Sustainable Financing of Existing
and New Vaccines
Dr Terrel Hill, Principal Advisor, Child Survival Unit, UNICEF

Progress in Commitment to Vaccine Quality
Dt Julie Milstien, Scientist, Vaccine Supply and Quality (V5Q),
WHO/GPV

iv, Discussion
12.50-2.00 Luneh
2.00-3.00 Regional Highlights
Session Chair: Mr Frank Hartvelt, Deputy Director, Science, Technol-
ogy and Private Sector Division, United Nations Development
Progratmne
1. Afriea
Dr Oni Olawale, Advisor, Aftica Regional Office
ii. Americas
Dr Akira Homma, Regional Advisor on Biologics, PAHO
iii. Burope
Dt David Salisbuty, Prineipal Medical Officer, Department of
Health, UK
iv. BSoutheast Asia
Dr Tripathy, Director, Health Rescarch, Southeast Asia Regional
Office
v. Western Pacific
D1 R. Tangermann, EPI Medical Officer, Western Pacific Regional
Office
vi. Mr Jaechol Hahn, Deputy Director-General, UN Systems Bureau,
Ministry of Poreign Affairs, Seoul, Kotea
vii. The Internatdonal Vaccine Institute
Dr Richard Mahoney, Director, Institutional Development, The
International Vaceine Institute, Seoul, Korea
viil. Discussion
3.00-3.15 Coffee Break
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3.15-6.00

6.00-7.00

Vaccine Research and Development

Session Chair: Dr Joho La Montagne, Director, Division of Microbiol-
ogy and Infectous Diseases, Natonal Insdtute of Allergy and Infectious
Discases (NIAID), National Institutes of Mealth (NIH), USA

i.  Progress in Development of New Vaccines: Vaccine Technologies
for the Future of CVI
Dr John La Montagne, National Institutes of Health, USA

ii. Limitations to Infant Immunizaton and Approaches o Overcome
the Age-Related Immunodeficiency
Dr Paul-Henri Lambert, Chief, Vaccine Research and Development
(VRD), WHO/GPV

fil. HIV/AIDS Vaccines
Dr Seth Berkley, Associate Director, Health Sciences Division,
Rockefeller Foundation

iv. Discussion
Children’s Vaccine Initiative Reception
Hosted by Dr W, Lee, Executive Secretary, CVI, at the Dante

Pazzanese Institute of Cardiology Conference Center, immediately
following the meeting,

Thursday, 26 Oclober, 8.30 a.m. - 5.15 p.m.

8.30-9.30

9.30-10.30

10.30-10.45

Contibutons of Industry: 1990-1995 and Beyond

Session Chair: Dr Tom Vernon, Executive Director, Medical, Scientific
and Public Health Affairs, Merck & Company, Ine

i, Mr Jacques Martin, Chair, Task Force on Biologicals, International
Federation of Pharmaceutical Manufacturers Associations (IFPMA)

ii. Discussion
CVI'S role into the 21st century
Session Chair: Dr J. Sepulveda Amor, Director, National Instrate of

Public Health, Mexico

i.  The Spectrum of Vaccine Research and Development: From the
Molecule to the Ampoule
Dr David Salisbury, Principal Medical Officer, Department of
Health, UK

il. CVD's Mission, Activities and Strategic Plan
Dr Roy Widdus, Coordinator, CVI

iil, Introduction to Workshops

Coffec Break
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Workshops to aid in the revision of CVI strategic plan

10.45-12.30  Workshops
i.  Advocacy for Immunization and Vaccine Development
Moderator(s): Dr 1. Arita, Chairman, Agency for Cooperation in
International Health (ACIH) and Mr Andrew Burness, President,
Burness Communications, Washington, D.C., USA
Rapporteurs: Ms Ellen Wilson, Burness Communications and
Mr John Maurice, CVI Secretariat
ii. Intellectual Propetty Rights
Moderatot(s): Mr Charles Caruso, Merck & Co., USA, and Profes-
sor Isaias Raw, Ditector, Butantan Institute, Sio Paulo, Brazil
Rapporteur: Elizabeth Fuller, Esq., CVI Secretariat
iii. Choosing Desirable Vaccines and Vaccine Combinations for the
215t Century
Moderator(s): Dr 5. Ramachandran, Fogarty Scholar, NIH/NIAID,
USA and Dr John La Montagne, NIH/NIAID, USA
Rapporteur: Dr Bruce Gellin, NIH/NIAID, USA
tv. Financing New Vaecine Introducton
Moderator(s): Dr Bjorn Melgaard, Chief, WHO/GPV/EPI and Dt
Terrel Hill, Principal Advisor, Child Survival Unit, UNICEF
Rapporteur: Ms Amie Batson, WHO/GPV/VSQ
12.30-2.00 Lunch
2.00-3.30 Wotkshops Continued
3.30-3.45 Break
Expanding advocacy for immunization and vaccines: Strategies to
implement locally
3.45-4.45 Session Chair: Dr Scott Halstead, Director, Infections Disease
Research, Naval Medical Research & Development Command
i.  Dr Jaime Sepulveda Amor, Director, National Institute of Public
Health, Mexico
il. Dt Archimedes Theodoro, Chairman of the MNational PolioPlus
Committee of Brazil, Rotary Foundation
i, Discussion
Summary and closing remarks
4.45-5.15 Sir Gustav Nossal, Director, The Walter and Eliza Hall Institute of
Medical Research, The Royal Melbourne Hospital, Australia
Dr JW. Lee, Executive Secretary, CVI
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Annex 2:

List of participants

Ms Molly Abbruzzese, CVI Secretariat, ¢/o World Health Organization,
20 Av. Appia, CH-1211 Geneva, Switzerland.
Tel: {41 22} 791 4799; Fax: (41 22) 791 4888,

Mr George Allez, Producer, Ash Film Productions, 309 North Hillside Terrace,
Madison, WI 53705, USA.
Tel: {1 608}y 238 1923; Fax: (1 608) 238 1923,

Dr Claudio do Amaral, Jr., Director of the National Epidemiology Center, M.S,,
Brazil.

Dr Roger Anderson, Assistant Director for Quality Operations, Massachusetts Public
Health Biologic Laboratories, 305 South Street, Boston, MA 02130, USA.
Tel: (1 617) 983 6416; Fax: (1 617) 983 9081,

Dr Isap Arita, Chairman, Agency for Cooperation in International Health (ACIH),
4-11-1 Higashi-machi, Kumamoto-shi, 862 Japan.
Tel: (81 96) 367 8899; Fax: (81 96) 367 9001.

Dt Mineo Arita, Dirccter, Department of Vieal Disease and Vaccine Control,
NIH of Japan, 4-7-1 Gakuen, Musashi-Murayama, Tokyo, 208 Japan.
Tel: (81 425) 61 0771; Fax: (81 445) 65 3315,

Dr Geraldo R.G. Armba, Chief, Laboratory of Bacterial Technology,

Oswaldo Cruz Foundation, Bio-Manguinhos Institute, Av. Brasil 4365, Rio de Janeiro,
RJ, CEP 21040-900 Brazil.

Tel:(35 21)260 2344 ext.216; Fax:(55 21)260 4727, e-maikarmoa(@dcc001.cict. fiocruz br.4

Dr Igor Barinsky, Head, Comparative Virology Laboratory, The D.]. Ivanovsky
Institute of Virology, Acadamey of Medical Sciences, Gamaleya Sereer 16, Mascow
123098, Russia.

Tel: (70 95) 190 30 48; Fax: (70 95) 190 28 67,

D Luis Barreto, Assistant Vice President, Clinical and Medical Affairs,
Connaught Laboratories Litd, 1755 Sweles Ave West, Willowdale, Ontario,
Canada M2R 3T4,

Tel: (1 416) 667 2738, Fax: {1 416) 667 2939,

D1 Kenneth J. Bart, Assoclate Director for Medical and Scientific Affairs,

Office of Internatonal Health, Office of the Secretary, Department of Health and
Human Services, Room 18-75, 5600 Fishers Lane, Rockville, MD 20878, USA.
Tel: (1 301) 443 1774; Fax: (1 301) 443 6288,

CVIGEN/26.08 43




Ms Amie Batson, Technical Officer, GPV/VSQ, World Health Organization,
20 av. Appia, CH-1211 Geneva, Switzetland,
Tel (41 22) 791 4367; Fax: (41 22) 791 4193.

Dr Alexandre F. Beltrio, Director, Parana Institute of Technolopy (TECPAR),
Rua Prof. Algacyr M. Mader, 3775-CIC-BI310-020, Curitiba, PR, Brazil.
Tel: (55 41) 346 3141; Fax: (55 41) 247 G788,

Dr Elizabeth Benitcs de Escala, Sub-Ditector, National Institute of Hygiene and
Tropical Medicine, Julian Coronel 905 y Esmeraldas, Guayaquil, Ecuador.
Tel: (593 4) 281 540 or 282 281; Fax: (593 4) 293 189,

Dx J.V. Bennett, Director for Seientific Affairs, Task Force for Child Survival and
Development, Carter Centet, One Copenhill, Atanta, GA 30307, USA.,
Tel: (1 404) 872 4122 Fax: (1 404) 8§72 9661,

Ir A.R. Bergen, Ditector of the Bureau for International Coopetation,

Mational Institute of Public Health and the Environment/RIVM,

Antonie van Lecuwenhoeklaan 9, PO. Box 1, 3720 BA Bilthowven, The Nethetlands,
Tel: (31 302) 274 2288 Fax: (31 302) 274 4405,

Dr Seth F. Berkley, Associate Director, Health Sciences Division,
The Rockefeller Foundation, 420 Fifth Avenue, New York, NY 10018-2702, USA.
Tel: (1 212) 852 8324 Fax: (1 212) 852 8279; e-mail: sberkley@rockfound.org

Mt Andrew Burness, President, Burness Communications, 7910 Woodmont Ave,
Suite 1208, Bethesda, MDD 20814, USA.
Tel: (1 301) 652 1558; Fax: (1 301) 654 1589; e-mail: abutness@cgnet.com.

Mrs Concepcion Campa Huergo, President, Instituto Finlay,
Ave. 27 No. 19805 of 198-202, Atabey, Havana, Cuba.
Tel: (537) 21 60 86 ot 21 03 67; Fax: (537) 33 60 75.

Mr Charles M. Caruso, International Patent Counsel, Merck & Co., Inc,
One Merck Drive, Whitchouse Station, INJ (08889, USA.
Tel: (1 908) 423 4830; Fax: (1 208) 735 1226; e-mail: caruso.chatles@merck.com.

Mr Arthur D. Case, Managing Director, South African Vaccine Producers (Pty) Ltd,
P.O. Box 28999, Sandringham 2131, Johannesburg, South Africa.
Tel: (27 11) 882 9940; Fax: (27 11) 882 0720.

Dt Thomas Mote Chaita, Deputy Director, MCH/FP Department,
Ministry of Health and Child Welfare, PO. Box CY 1122, Causeway, Hatare,
Zimbahwe.

Tel: (263 4) 722 697 or 730 011; Fax: (263 4) 702 293,

Dt Louis Champion, Pasteur Mértieux, Soros E Vaccinas - Brazil, Rua do Rocio 351,
10 andar, Sao Paulo, SP, CEP 04552-905 Brazil.
Tel: (55 11) 820 9020; Fax: (55 11) 820 4140,

Dr Stephen L. Cochi, Chief, Polio Eradicaton Acdvity,
Centers for Disease Control and Prevention, Mailstop E-05, Atlanta, GA 30333, USA.
Tel: (1 404) 639 8252; Fax: (1 404) 639 8613,
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Msr Alain Cognard, Director for Latdn America, Pasteur Mérigux,
Avenida de Mayo 676 (5 piso), 1084 Buenos Aires, Atgentina,
Tel: (54 1) 334 2507 or 334 0913; Fax: (54 1) 331 BG05.

Dr Artur Roberte Couto, Manager, OQswaldo Cruz Foundation, Av. Brasil 4365,
Manguinhos, Rio de Janeiro, RJ, CEP 21040.900 Brazil.
Tel: (55 21) 260 8220, Fax: (55 21) 260 4727.

Dt Radu Crainic, Medical Virologist, Pasteur Institute, EME,, 25 rue duv Dr Roux,
75724 Paris, Cedex 15, France.
Fax: (33 1) 45 68 87 80,

Dr Wagner Augusto da Costa, Member of the Advisory Committee on Immuniza-
tion, State Health Department, Rua Huclides de Andrade no. 8), S3o Paulo, 5P,
CEP 05030-030 Brazil.

Tel: (55 11) 864 1669; Fax: (55 11) 289 0831.

Dr Suzana Machado de Awila, General Coordinator, Ministry of Health,
Esplanada dos Ministérios, Bloco “G”, sala 415, Brasilia, DI%, CEP 70058-900 Brazil.
Tel: {61) 315 2245; Fax: {61) 315 2307,

Dr Otavio Pinheiro de Oliva, Technical Advisor, Bio Manguinhos/Fiocruz,
Av. Brasil 4365, Rio de Janeiro R}, CEP 21040-90{ Brazil,
Tel: {55 21) 260 2344 exn 266; Fax: (55 21) 259 4922,

Dr Daric Pinto de Miranda, WHO Regional Office for the Americas, Pan American
Health Organization (PAHO), PWR/Brazil, Sector Embaixada Norte, Sen Lote 19,
Brasilia, D.F, CEP 70.800-400 Brazil.

"Tel: (55 61) 312 6521; Fax: (55 61) 321 1922; e-mail: datio@opas.orgbt

Dr Ciro de Quadros, Director, Special Program for Vaccines and Immunizadon (SVI},
Pan American Health Otganization (PAHO), 525 Twenty-Third Streer, N.W, Wash-
ington, D.C. 20037-2893, USA.

Tel: (1 202) 861 3200; Fax: (1 202) 223 5971,

Dr Elba de Valedon, Manager, Control of Pharmaceuticals, National Biological
Products, MNational Hygiene Inaritute, “Rafaci Rangel”, City University, Caracas,
Venexzuela,

Tel: (58 2) 662 47 97 or 986 7854 or 986 8625; Fax: (58 2) 662 4797 or 986 8625

Dr Nota 1. Dellepiane, Chief, Departament of Control of Immunobiclogical Prod-
ucts, National Institute of Microbiology, “Dr Carlos Malbran”, Av. Velez Sarfield 563,
{1281) Buenos Alres, Argentina,

Tel: (54 1) 303 1804; Fax: (54 1) 303 1433

Dr Jose Luis Di Fabio, Advisor on Vaceine Research, Production and Quality Control,
Pan Ametican Health Organization, 523 Twenty-Third Streer, NJW., Washington, D.C.
20037-2895, USA,

Tel (1 202) B61 6666, Fax: {1 202) 861 6089; ¢-mail: difabiojepaho.org

Dr Djoharsjah, Finance and General Affairs Director, Perum Bio Farma,
20, Jalan Pastcur, Bandung, Indonesia.
Tel: (62 22) 233 755; Fax: (62 22) 213 406.
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Dr Hiroyuki Doi, Medical Officer, GPV/VSQ, World Health Otganization,
20 Av. Appia, CH-1211 Geneva, Switzerland.
Tel: (41 22) 791 4411; Fax: (41 22) 791 4193

Dr L.C, Driver, Consultant, Bio-Manguinhos, Oswaldo Cruz Foundation,
Av. Brasil 4365, Manguinhos, Rio de Janeiro, R], CEP 21045-900 Brazil.
Tel: (55 21) 260 2093; Fax: ( 55 21) 260 4727.

Dr William M. Egan, Deputy Director of the Office of Vaccine Research and Review,
Center for Biologics Evaluation and Research /FDA, HFM-400, 1401 Rockville Pike,
Rockville, MD 20852, USA.,

Tel: {1 301) 827 0652; Fax: (1 301) 827 0448; e¢-mail: egan@al.cher.fda.gov

Dr Maria Celeste Emerick, Coordjnatmt of Technological Management,
Oswaldo Cruz Foundation, Av. Brasil 4365, Rio de Janeiro, R], CEP 21045-900 Brazil.
Tel: (55 21) 290 0851; Fax: (55 21) 290 0494,

Dr Elaine C. Esber, Associatc Director for Medical and International Affairs,
Center for Biologics Evaluation and Research/FDA, HFM-30, 1401 Rockville Pike,
Rockville, MD 20852-1448, USA.

Tel: {1 301) 827 0641; Fax: (1 301) 827 0644,

Mr Peter Evans, Chief, Vaccine Supply and Quality (VSQ), WHO/GPV,
World Health Organization, 20 Av. Appia, CH-1211 Geneva, Switzetland.
Tek: (41 22) 791 4420; Fax: (41 22) 791 4193,

Dr Julie C. Félix, Technical Director, Parana Institate of Technology (TECPARY),
Rua Prof. Algacyr M. Mader, 3775-CIC, Curitiba, PR, CEP 81310-020 Brazil.
Tel: (55 41) 346 3141; Fax: (55 41) 247 6788; e-mail: tecpar@lepus.celpar.bt

Elizabeth C. Fuller, Esq., CVI Secretatiat, c/o World Health Organizadon,
20 Avenue Appia, CH-1211 Geneva, Switzetland.
Tel: (41 22) 791 3605; Fax: (41 22) 791 4160.

Dr Ricardo Galler, Oswaldo Cruz Foundation, Av. Brazil 4365, Manguinhos,
Rio de Jancito 125, R], CEP 21045-900 Brazil.
Tel: (55 21) 290 7549; Fax: (55 21) 590 3495,

D1 Bernardus Ganter, Pan American Health Organization (SVI-EPI), Sen Lote 19
Brasilia DME, CEP 70.800-400 Brazil.
Tel: (55 61) 312 6565; Pax: (55 61) 321 1922; e-mail: ganter@opas.otgbr

>

Dr Juan Garza, Coordinator, Academic Advisor, National Autonomous University of
Mexico, Torre Rectoria, City University 04510, Mexico, D.E, Mexico.
Tel: (525) 622 1536; Fax: (525) 622 1503; e-muail: jgarza@servidor.unam.mx

Dr Francois Gasse, Medical Officer, GPV/EPL, The Wotld Health Organization,
20 Av. Appia, CH-1211 Geneva, Switzerland,
Tel: (41 22) 791 4414; Fax: (41 22) 791 4193,

Dr Bruce Gellin, Medical Officer, Division of Microbiclogy and Infectious Diseases
Programme, National Institute of Allergy and Infeetious Diseases (NIAID), National
Institute of Health (NIH), Solar Bldg, Room 3A18, Bethesda, MDD 20892, USA.

Tel: (1 301) 402 2126; Fax: (1 301) 402 0804; e-mail: bg535k@nih.gov
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Mr John Gilmartin, Chief Purchasing - EPI, UNICEF Supply Division, Copenhagen,
UNICEF Plads, 2100 Copenhagen O, Denmatk.
Tel: (45) 35 27 30 80; Fax: (45) 35 26 94 21; e-mail: jgilmartin@unicef.dk

Dr Patricia Costa Giomd, Manager, International Regulatory Affairs, Wyeth-Lederle
Vaccines and Pediactrics, 401 N, Midlddletown Rd, Peatl River, NY 10965, USA.
Tel: (1 914) 732 4928, Fax: (1 914) 732 5793,

¢-mail: patticia_costa-giomi@internetmail. pr.cyanamid.com

Dr Lisette Gonzalez, Cootdinator, Clindcal Trials, United Biomedical Inc,
25 Davids Drive, Hauppauge, NY 11788, USA.
Tel: (1 516) 237 2828; Fax: (1 516) 273 1717; e-maik: lisetteg@cerfnet.com

Dr Germano Gerhardt, Ataulpho de Paiva Foundation, Brazil.

Dr José M. Granados, Industrial Sub-Director, National Institute of Health,
Av. El Dorado Cra Can Zona 6, Santa F¢, Bogota, Colombia,
Tel: (571) 22 20 577; Fax: (571) 22 20 194.

Dr José da Silve Guedes, State Secretary of Health, Av. Dr Enéas Carvatho de Aguiar,
188-5 andar, Sdo Paule, CEP 05403-000 Brazil.
Tel: (55 11) 881 3911; Fax: (55 11) 853 4315,

Dr Scott B. Halstead, Director, Infecdous Disease Research, Naval Medical Research
and Development Command, 8901 Wisconsin Ave, Bethesda, MD 20852, USA.
Tel: {1 301) 295 0883; Fax: (1 301) 295 4033,

Mr Jaechol Hahn, Deputy Director-General, UN Systems Bureav, Ministry of Foreign
Affairs, Seoul, Korea
Tel: (822) 720 2656; Fax: (822) 733 3792,

Mt Jee-hoon Han, Director of Owerseas Depattment, Korea Green Cross Corporation,
1465-4, Seocho-dong, Seocho-ku, Seoul, Kotea,
Tel: {822) 584 0131; Fax: (822) 548 2828 or 548 9802

Mr Frank Hartvelt, Deputy Director, Science, Technology and Private Sector Divi-
ston, United MNations Development Programme(UNDP), One United Nations Plaza,
MNew York, NY 10017, USA.

Tek (1 212) 906 5000; Fax: (1 212} 906 6350,

Dr William Hausdorff, Associate Director for Scientific Affairs, Wyeth-Lederle
Vaccines and Pediatrics, 211 Bailey Road, West Henrietta, NY 14586-9718, USA.
Tel: {1 716) 273 7713; Fax: (1 716) 273 7677,

Dz Donald A. Henderson, Johns Hopkins University, School of Public Health,
624 North Broadway, Baltimore, MD 21205, USA.
Tel: (1 410) 955 1624; Fax: (1 410) 550 6898,

Dr Hisake Gondo Higashi, Dircetor of Productdon, Butantan Insututs,
Av. Viga]l Brasil 1500, S0 Paule, SE, CEP 05503-90(0 Brazil.
Tel: (55 11) 813 7222 R:2193; Fax: (55 11) 81 51 505.

Dr Terrel M. Hill, Principal Advisor, Child Survival UNICEF, 3 UN Plaza,
New York, NY 10017 USA.
Tel: {1 212) 326 7000; Fax: (1 212) 326 7294; e-mail: thilli@unicef.org
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Dr Maurice R. Hilleman, Director, Merck Institute for Therapeatic Research,
Merck Research Laboratories (WP33C-350), West Point, PA 19486, USA.
Tel: (1 215) 652 8913, Fax: (1 215) 652 2154.

Dr Akira Homma, Regional Advisor on Biologics, Pan American Health Organiza-
tion, 525 Twenty-Third Streer, N.W. Washington, D.C. 20037, USA.,
Tel: {1 202) 861 4304, Fax: (1 202) 861 6089; e-mail: hommalﬂr@paho,org

Dr Chi-Byi Horng, Director, National Institute of Preventve Medicine,

Department of Health, 161, Kun-Yang Street, Nan-Kang District, Taipei, Taiwan 115,
Republic of China.

Tel: (886 2) 783 9723; Fax: (886 2) 785 3944; c-mail: nipm@tpts1.seed.net.tw

Dr Barbara Hull, Scientist EPI, World Health (Organization, 20 Av. Appia, CH-1211,
Geneva, Switzerland,
Tel: (41 22) 791 4405; Fax: (41 22) 791 4193,

Dr Adib Jatene, Minister of Health, Esplanada dos Ministérios - B1.11, Brasilia, DF,
CEP 70058-900 Brazil.
Tel: (55 61) 223 9184; Fax: (55 61) 315 2863.

Dr Luis Eduardo Johnson Rojas, Phatmaceutical Chemist, Chilean Instiute of Public
Health, Avda. Marathon No 1000, Nunoa, Santiago, Chile.
Tel: (562) 239 1105; Fax: (562) 238 4536.

Dr Edmundo Juarez, President, Brazilian Health Foundation, Brazil.

Dr Zhao Kai, Director, National Vaccine and Serum Institute, Chaoyang District,
100024 Beijing, Peoples Republic of China.
Tel: (8610) 576 2911; Fax: (8610) 576 2507.

Dr Jorge Kalil, Director of Transplant Imrunology Lab, School of Medicine,
Univetsity of S3o Paulo, Av. Encas de Carvacho Aguiar 500, 3 andar, So Paulo, SP,
CEP 05403-000 Braxil,

Tel: (55 11) 282 9350; Fax: (55 11) 282 2354,

Dr N. Kandun, EPI Manager, Ministty of Health, Jakarta, Indonesia.
Fax: (62 21) 420 7807.

Dr Mark Kane, Medical Officer, EPI, The World Health Otganization, 20 Av. Appia,
CCH-1211, Geneva, Switzerland,
Tel: (41 22) 791 2605; Fax: (41 22) 791 419; e-mail: kanem@who.ch

D1 Paul-Henti Lambert, Chief, Vaccine Research and Development (VRD), GPV,
World Health Otganization, 20 Av. Appia, CH-1211 Geneva, Switzetland.
Tel: (41 22) 791 2602; Fax: (41 22) 791 4860.

Dt Jobn R. La Montagne, Director, Division of Microbiology and Infectious Diseases
(DMID), NIAID, National Institutes of Health, Solar Bldg Rm 3A18, Bethesda, MD
20892, USA.

Tel: (1 301) 496 1884; Fax: (1 301) 480 4528; e-mail: jm.79q@nih.gov

Dt Steve Landry, Childten’s Vaccine Program, USAID, Suite 1200, SA-18, Washington,
D.C. 20523, USA.
Tel: (1 703) 875 4508: Fax: (1 703) 875 4686; e-mail: slandry@usaid.gov
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Dr Maria da Luz Fernandes Leal, Chief of Production, Oswaldo Cruz Foundation,
Av. Brasil 4365, Manguinhos, Rio de Janeiro, R}, CEP 21040-900 Brazil.
Tel: (55 21) 260 2344; Fax: (55 21) 260 4727; e-mail: malu@dec001 cict.fioeruzbr

Mr Jong-sco Lee, Dirccror, University Academic Affairs Division, Ministry of Educa-
tion, Seoul, Korea,

Dr J.W. Lee, Execative Secretary CVI and Director, GPV, World Health Organization,
20 Av. Appia, CH-1211 Geneva, Switzetland.
Tel: (41 22) 791 4798; Pax: (41 22) 791 4192,

Dr Eduardo Walter Leser, Oswaldo Cruz Foundation, Bio-Manguinhos,
Av. Brasil 4365, Rio de Janeiro, RJ, CEP 21045-900 Brazil.
g-mail; ewlseser@dec001.ciet.fiocruz.br

Dt Manuel Limonta, General Director, Center for Genetic Engineering and Biotech-
nology, National Institute of Health, PO. Box 6162, Havang, Cuba

Tel: (53 7) 33 6008 or 21 6613 or 21 6623; Fax: (33 7) 3% GOOR or 21 8008,

e-mail: limonta@titan.cigb.edu.cu

Dr Fernando José Cactano Lopes, Industrial Manager, Oswaldo Cruz/Bio-
Manguinhos, Av. Brasil 4365, Rio de Janeito, R}, CEP 21045-900 Brazil.
Tel: (55 21) 260 2112; Fax: (55 21) 260 47 27, e-maik lopes@dec001 cict.fioetuz.br

Dr CJ. Lucas, TNO Prevention and Health, PO, Box 2215, 2301 CE Laden,
The Netherlands,
Tel: (31 71) 518 1477; Fax: (31 71) 518 1901,

Dr M. Mahfoudi, Chief of PNI, c/o Ministry of Public Health,
Km 4,5 route de Casablanca, Rabar, Maroe.
Tel: (212) 769 0828; Fax: (212) 769 1082 or 0664,

Dr Richard Mahoney, Ditector, Institutional Development, The International Vaceine
Institute, Seoul National University Campus, Shillim-dong, Kwanak-ku, Seoul, Korea.
Tel: (82 2) 872 2801; Fax: (82 2) 872 2803,

Dr George F. Mann, Consultant, Bio-Manguinhos, Qswaldo Cruz Foundation,
Av. Beasil 4365, Manguinhos, Rio de Jancito, RJ, CEP 2045-900 Brazil.
Tek: (55 21) 260 2093; Fax: (55 21) 260 4727.

Mr Jacques-Francois Martin, Chief EBxecutive Officer, BIOCINE, 36 (Juai Fulchiron,
9005 Lyon, France
Tel: (33) 78 42 63 71; Tax: (33) 78 42 34 24.

Dr Miguel E. Martinez-Sanchez, Druags and Blologicals Sub Director, Natonal
Institute of Drugs and Food Surveillance, Av el Dotado, Cra 50, Zona 6, Bogota,
Colombia.

Fax: (571) 336 5066 ext. 1107.

Dr Eduardo Martins, Vice-President FIOCRUZ Bio-Manguinhos, Av. Brasil 4365,
Manguinhos, Rio de Janeiro, R], CEP 21045-900 Brazil,
Tek (55 21) 590 9539; Fax: (55 21) 590 9539; e-mail: emartins@dcc001 cict flocruz.br

Mt John Maurice, Rue du Grand Pré, (1630 Challex, France,
Tek (33 50) 36 47 74; Fax: (33 50) 56 30 93,
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Dr J.M. Mehta, Vice-President, Serurmn Institute of India Research Foundation,
212/2, Hadapsat, Pune 411 028, India.
Tek: (91 212) 672016; Fax: (91 212) 672040,

Dr Bjorn Melgaard, Chief, EPI, GPV, World Health Organization, 20 Av. Appia,
CH-1211 Geneva, Switzerland.
Tel: (41 22) 791 4408; Fax: (41 22) 791 4195,

Dr Olga Chameh Melione, Medical Director, Pasteur Mérieux, Soros & Vaccinas -
Brazil, Rua do Rocio 351, 10 andar, 530 Paulo, SP, CEP 04552-905 Brazil,
Tel: (55 11) 820 9020; Fax: (55 11) 820 4140.

Ms Marie Miller, CVI Secretariat, c/o Wotld Health Organization, 20 Av. Appia,
CH-1211, Geneva, Switzerland.
Tel: (41 22) 791 4799; Fax: (41 22) 791 4888,

Dt Mark A. Miller, Medical Epidemiologist, National Immunization Program,
“enters for Disease Control and Prevention, 1600 Clifton Road M$S E-G1, Atlanta, GA
30333, USA.

Tel: (1 404) 639 8257; Fax: (1 404) 639 8746; c-mail: mim9@nipl.em.cdc.gov

Dr Julie Milstien, Seientist, GPV/VSQ, World Health Organization, 20 Av. Appia,
CH-1211 Geneva, Switzerand.
Tel: (41 22) 791 3564; Fax: (41 22) 791 4193,

Dt Iman Mochny, EPI/CVI Focal Point, WHO-SEARQ, The World Health House,
Indraprastha Estate, Mahatma Gandhj Road, New Delhi 110002, India.
Tel: (91 11) 331 7804; Fax: (91 11} 331 8607; e-mail: mochny@swho.crnet.in

Dr Ali Akbar Mohammadi, Director General, Razi Research Institute for Vaccines
and Sera, LR. Iran, PO. Box No.11365-1558, Tehran, Iran.
Tel: (98 261) 311 9708; Fax: (98 261) 746 58,

Dr Mario Santos Moreira, Advisor, Oswaldo Cruz Foundation/Bio-Manguinhos,
Av. Brasil 4365, Pauilhio Rocha Lima, Rio de Janeiro, RJ, CEP 21045.900 Beazil.
Tel: (55 21) 260 2344 or 260 2093; e-mail: mario @dcc001 cict.fiocruz.br

Dr Carlos Medicis Morel, President FIOCRUZ, Bio-Manguinhos,
Av. Brasil 4365 Manguinhos, Rio de Janeiro, CEP 21045-900 Brazil,
Tel: (55 21) 270 2496 oor 2770 5141; Fax: (55 21) 260 6707 or 270 2496.

Dr Chafig Moummi, Director Business Development, Middle East-Africa,

Merck & Co, Inc, One Metck Drive, PO, Box 100, WS2B-49, Whitehouse Station,
NJ 08889, USA.

Tel: (1 908) 423 4032; Fax: (1 908) 5943 234,

Dr Kim Mulholiand, ARI Programme, World Health Organization, 20 Av. Appia,
CH-1211, Geneva, Switzetland.
Tel: (41 22) 791 4853; Fax: (41 22) 791 2547; e-rnail: mulhollande(@who.ch

Dr Williamn Muraskin, Professor, Department of Urban Studies, Queens College,
City University of New York, Kissena Bivd., Flushing, NY 11367-11597, USA.
Tel: (1 212) 666 5891; Fax: (1 212) 666 5891,
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Annex 3:

Address by Dr Adib Jatene,
Minister of Health, Brazil

Dt. Hiroshi Nakajima, Director-General of the Wotld Health Organization, Distnguished
membets of the Children’s Vaccine Initiative Consultative Group, my Colleagues, Ladies
and Gentlemen.

It is a great pleasure for me to welcome you to 5o Paulo, on behalf of the Brazilian
government and the Brazilian people, for this Fifth Annual Meeting of the Consultative
Group of the Children’s Vaccine Initative, sponsoted by The World Bank, the Rockefeller
Foundation, the World Health Qtganizadon, the United Nations Children’s Fund
(UNICEF) and the United Nations Development Programme (UNDP).

The expertise and professional expetience of this audience confirm the importance of the
issues we ate about to discuss. I do not need to stress the relevance of childhood vaccina-
tion in general, and in Brazil in particular, but I would like to make 2 few comments in
this tegard.

Vaccination activities have been carried out in Brazil sitce the nineteenth century, stagt-
ing with smallpox. The major impulse in Brazilian immunization policies, however, took
place in the 60’s and 70 with the first campaigns of oral polio vaccination in 1961, the
introduction of labotatoty methods for the diagnosis of this disease a few yeats latet, and
the ptoductdon of lyophilized smallpox vaccine and BCG vaccine.

In 1973, the same year that smallpox was eradicated, the Ministry of Health started the
MNational Programme of Immunization (PNI), which immediately faced the challenge of
the 1973-74 meningitis A-C epidemic,

This acute situation led the ptogramme to adopt a more aggressive approach, with the
involvement of the whole Brazilian society, and the launching of massive immunization
campaigns. One successful example of this new strategy was the campaign against polio,
which started in 1980, and led to a very sharp decrease in the number of cases. You all
know that Brazil has eradicated polio from its territory, which is an achievement officially
recognized and cettified by the Pan Ametican Health Organization and the Wotld Health
Organization.

Due to a technical cooperation project with Japan in 1980, Brazil obtained the capacity to
produce measles vaccine. This project has deserved praise from the Japanese International
Cooperation Agency (JICA).

In 1985, the Ministry of Health launched a programme for self-sufficiency in
immunobiological products aiming to: scale up production and improve quality control
procedures for anti-venom sera (a product that could not be impotted due to particular
Brazilian poisonous species); otganize a national centre for the distribution of
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immunobiological products, ensuring the cold chain required for vaccine distribution; set
up a systemn for quality assurance, licensing and barch-by-batch testing; and update tradi-
tional technologies of vaccine production, moving towards good manufacturing practices.

In 1990, an epidemic of measles occurred with morte than 60 thousand cases. In 2 major
effort, almost 48 million children under 15 years of age were vaccinated against measles in
1992, In the two yeats after this campaign, the total number of cases in the entire country
was =100,

Since 1985, the investments in this programme have amounted to US§90 million. Today,
the country is able to meet approximately half of its vaccine needs with its own produc
tion; the polio vaccine demand represents half of our imports.

At the present tme, new plants for DTP and BCG vaccine production are being opened.
A recombinant Hepatitis B vaceine is currently undergoing clinical trials and pilet pro-
duction will be scaled up soon. A new meningits B vaccine is being developed in collabo-
ration with other T.agn American countries.

The Brazilian Ministry of Health is striving to acquire new technologies of vaccine pro-
duction using contineous cell culture and recombinant DINA techniques. New approaches
such as naked IDMNA vaccines are being carcfully monitored by our technical staff,

To coordinate all these efforts, a Nadonal Immunobiological Products Authoricy is being
s up.

In addition to the progress achieved in the production of established vaccines, there is an
urgent need for the development of new types of products, falling into two categories:

1. Against condidons for which at the present time chere is no available vaccine,
Leishmaniasis, schistosomiasis and mmalatia candidate vaceines, developed by Latin
Amertica scientists, are currently in different stages of clinical trals, It 1s also
relevant to mention the links hetween the vaccine research and development
programme and the newly emerging infectious diseases, particularly important in
Brazil because of the large hiodiversity.

Z.  Existing vaccines which need improvement, such a5 BCG and Meningits B.

We must not forget the economic aspects of these issues.

Although vaccines which have been produced for over two decades have 2 relatively low
price in the internadonal market, newly developed products stll protected by intellectual
property rights are very costly. As an example, while the cost of a single dose of DTP or
measles vaccine is only a few cents, that of 2 Haemophilus B vaccine is over 20 dollars.

This illustrates that public health and private enterprise do not always share the same
InEerests.

We are fully aware that the production of vaccines by public institutions is not cost-
effective. Management problems, particularly those concerning high qualified personnel
in the public sector, must be addressed. Human resources policies based on technical
competence should be discussed, as well as technology transfer and technica] assistance
programmes.
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I know that most of these concerns are shated by many of you and are not restricted to
Brazil. In this context, we are proud of hosting this Fifth Meeting of the Children’s Vac-
cine Injtiative, a programme that has contributed to the understanding and solving of
several of these issues. I hope you will have a very productive meeting duting these two
days, and I wish you a pleasant stay among us,

Thank you very much for your attention.
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Annex 4:

Address by Dr H. Nakajima,
Director-General, WHO

We are now five years “down the road” from the Wotld Summit for Children, held in
New York in 1990, This meeting in Brazil—the Fifth CVI Consulative Group Meeting—
provides us historic oppottunities.

It gives a chance to review progress. And there has been remarkable progress in disease
control, in assuring vaccine supply and quality, and in vaccine development.

The meeting enables you to help CVI and its collaborating organizations, by charting the
best strategies for difficult 1ssues in the workshops tomorrow Introducdon of these work-
shops into the format of the Consultative Group Meeting is evidence of our desire to use
this meeting—and your experttise and time—as effectively as possible.

Finally, the meeting provides the opportunity to tecommit ourselves to another five years
of work in pursuit of the CVI goal of expanding protection against infectious discases.
The challenge of providing betrer vaccines and better vaccination methods is demanding
angd especially important in today’s economie climate where health interventions must be
the most cost-effective possible.

This meeting in Brazil is special in more than just the chronological sense of marking five
years since the New York World Summit for Children. It is special because it is the first
nme the CVI Consultative Group has assembled in the Ameticas—a region that has shown
the way in their countries’ commitment to vaccine self-sufficiency and immunization. It
is also special because, I believe, it marks the emergence of a better recognition of what
CVl1is collectively, and what functions the CVI Sectetatiat and the many CVI collabora-
tors should undertake. ‘The special issue of CVI Forwm prepared for this Conference de-
scribes recent progress in immunization, vaceines and the emetging role the CVI Secre-
tariat envisages to help its collaborators achieve success. The simple existence of CVI has
stimulated significant changes in the last five years in the way the “vaccine community”
does business. Just among CVI cosponsors, there have been major changes. UNICEF,
recognizing the importance of future vaccines, has changed this year its vaccine procute-
ment methods and strategies for tarpeting assistance, My creation in WHO of the Global
Programme for Vaccines and Immunization has reviralized and better integrated our ac-
tivides under the leadership of Dr W Lee.

Following its 1993 World Development Report—Investing in Health—the World Bank will
this year start a three-year grant to CVI Secretatiat to help rationalize and improve the
quality of the wotld’s vaccine supply.

UNDP has invested in capacity building through fostering the International Vaceine In-
stitute in Seounl, Korea.
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The Rockefeller Poundation has expanded its support to the CVI Secretariat and is ex-
ploting ways to promote AIDS vaccine development.

Nlustrading this expansion of commitment by mendening CVI cosponsors does not mean
that [ think they are the most important parrners in the CVI coalition. Every organiza-
tion working to expand control of infectious discases through providing “better” vaccines
is a partner in achieving CVI goals, Whether they publicly embrace the ultimate vision of
a single dose vaccine against many diseases, or neater term goals in vaccine development,
supply, quality ot delivery, they are part of the global “vaccine community”. This obvi-
ously includes industry with their vaccine producton and development expertise.

I know that the CVI Becretariat and WHO% GPV are wotking to find approptiate ways
to collaborate more effectively with industry.

Together, I amn sure we can build 2 workable consensus on what goals are in the interests
of global public health, and better coordinate our individual organization’s efforts to ac-
complish what needs to be done. This is the challenge and the promise of the Children’s
Vaccine Initiative.

Your participation in this meeting gives me the sadsfaction of knowing that the vision we
articulated in CVI's Charter—the 1990 Declaration of New York—is reshaping plobal
cffotts towards better vaceines to control infectious disease. I am sure it would also give
great satisfaction to the late Director of UNICEF, James Grant, with whom I worked to
establish CVL

Finally, I should like to express my appreciation, and that of the other CVI cosponsors
and collaborators, to the Government of Brazil for being such a warm host for this meet-

ing.

I wish you all a successful outcome.

60 Repoit of the fifth mesting of the CvI Consultative Group




Mmoo = H o —.

Annex 5:

Summary Report of the Workshop on

Advocacy for Vaccines and Immunization

Co-Moderators:
Dr Isag Arita, Chatrman of the Agency for International Health in Japan (ACIH)
Mr Andrew Burness, President of Burness Communications, USA
Rapporteurs:
Ms Ellen Wilson of Burness Communications
Mr Jobn Manrice of the CVT Secretariat

Purpose of workshop

Highlight the crucial role of advocacy for the future of vaccine development and publie
health from the perspective of the “advocate” who informs national polideians for the
purpose of raising money, and from the perspective of the “decision maker” who is on
the recelving end of the request from the advocate.

Overall recommendations and conclusions

1. Advocacy should support fundraising initiatives,

2. CVI needs to better reach the developing wortld, many parts of which do not know
abourt or, in some cases, do not support CVL Many of these effores could be done
through CVI presentations at existing fora around the wotld, including ICC and
EPI meetings.

3. CVI should hire a professional communications/marketing senior staff person, or
office, to manage public relations, advertising and fundraising efforts for CVL

Reaching developing countries

The workshop made clear that CVI advocacy efforts need to better reach developing
countries in a systematized way. Several participants from India remarked that some of
theilr colleagues do not know what CVI is, what its goals are and what it offers the devel-
oping world, One participant said, “Tt has taken three years for most of my colleagues to
understand CVI. With the public, it will take even longer.” Another participant from
India commented that many people in her country believed that CVI is secking to create
a supet vaccine for developed-world children, not for developing-world children. A par-
ticipant from Africa noted that people in the WHO regional office and i the UNDP
field office in Africa did not know about CVI. He stated that “Therc are many decisions
and much information that is only shared among the higher levels of the founding fathers
of the CVI Those at the central or peripheral levels do not know what CVI s all about.
It is crucial that we get everyone who is supposed to be involved in CVI up to speed on it”
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However, participants suggested that advocacy for CVI in developing countries could be
done through “selling” CVI at meetings that are held regulatly around the world such as
ICC, BEPI and WHO regional meetings, as well as Rotary and other private sector meet-
ings. Patticipants also noted that if efforts are made to promote CVI in developing coun-
tries, then local professionals must be involved as presenters of the Initiative.

Hiring a professional communications/marketing senior staff
person, or office

Several people sugpested hiring a professional information officer to manage an advertis-
ing, public relations and fundraising caropaign on behalf of CVI This idea was first high-
lighted by Dr Arita, who said that in the smallpox campaign a professional communica-
tions person had been extremely helpful in disseminating materials to the media to fur-
thet the campaign.  Dr Scott Halstead also raised the need for a professional public
telations/marketing person for CVIE He said, “In addition to Dr Roy Widdus, we need a
second person at his level whose only job is to organize an advertising, public relations
and fundraising campaign. He or she may need to be backed up by a committee on advo-
cacy” This suggestion was reflected and re-enforced by other participants throughout the
workshop.

Results from the advocacy questionnaire

Mt John Maurice presented the results of the advocacy questionnatre which had been
mailed to 500 persons with invitations to the CVI Consultative Group Meeting, Only
31 responses were received. While the results are from self-selected respondents and are
not indicative of all views, they do provide an interesting perspective on advocacy.

The first question was, “Where do you think lack of information of commitment i3 a
barrer to achieving CVI goals?” Of the ateas offered for the respondents’ selection, there
were 26 marks for research and development (particularly with regard to exchange be-
tween the public and private sectors), 22 marks for new vaceines (regarding both priorities
for new vaccines and strategies for introducing them), 14 marks for supply and quality,
and 14 matks for immunization programs,

To the question, “Who lacks information?,” respondents answered that just about every-
body lacks information—from parents to international otganizations to industry to poli-
ticians. Respondents particulatly singled out governments, specifically health ministry
officials, as having insufficient information,

To the question, “What information could biing about most change for the better?,”
reseatch, rechnology and good manofacturing practices got the most responses, with epi-
demiology and cost-effective analyses next. Respondents felt that information should be
presented through articles, particularly in the lay press for the general public, face-to-face
briefings, and radio and television broadeasts.

Finally, in response to the question about the top three advocacy goals, respondents seemed
to be split along repional lines. The Africans called for greater government spending on
immunization. The Asians called for better quality vaccines and stronger production of
vaccines, particularly combination products. The Americans called for more emphasis on
the introduction of new vaccines, and the Europeans asked for stronger economic analy-
sis, identification of targets, drafting of strategic plans, and transfer of technology to devel-
oping world producers.
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Ideas to promote advocacy and fundraising

1. CVI should seek to create different messages for different donor and other key
audiences.

2. CVI should put its advocacy efforts behind polio cradication as a concrete fitst step
in reaching the final goal of the dream vaccine because polio eradicadon is easier to
understand than CVI. Polio also offers a success. In support of this idea, Mr Ted
Trainer stated that “a message will be most successful if it sells something concrete
over the short rerm with a high payoff and a high likelihood of success. It%s impor-
tant to have salient, short-term activities that work toward deliveting a long-term
objective.”

3. Dr Halstead suggested that money should be raised to conduct CVIi-type activities,
not just for polio, because these actvities are greatly needed to prepate for vaccine
needs beyond the year 2000.

4. CVI should assign individual responsibility for advocacy and fundeaising for CVI
to each participant in the CVI Consultative Group Meeting,

5. In developing countries, advocacy efforts should be tailored to each country, or
region to be targeted. One strategy will not work the world over. For example,
advocacy efforts in Aftica should be directed at all Jevels of society, starting with
the general population and then moving to government leaders. In India, however,
policy makers have no understanding of CVI. Therefore, advocacy efforts should
be directed first at the policy makets,

6. Money for CVI should be raised for specific goals and CVI should be accountable
for achieving those goals.

7. Mothers, children, pediatricians, nurses and health care workers should be tapped
as nanural advocates of CVL

8. VI should make use of the skills of private sector partners in terms of marketing
and advocacy. A larger effort needs to be made toward ensuring that CVI is truly a
public-private venture. The private sector is often left out, but its skills are very
much needed.

9. CVI should organize ambassadors around the world to promote the Initiadve.

10. CVI should posidon itself as combating the most important diseases in each
country to be targeted around the wotld.

11. CVI, as 2n advocate for the use of vaccines, should address the issue of the value of
vaccines. A conscious, careful campaign should be conducted to describe the value
of vaccines as the most effective, hife-saving, preventative measure available to
health workers, The value of preventng disease needs to be compared favourably
with that of saving lives

Problems that CVI still needs to confront

One of the major problems that sdll seems to plague CV1 s its idendty. One participant
noted that CVI needs to create 1 “brand name™ recognition for itself. However, CVIs goal
of a single-dose dream vaccine is faitly clear and offers a good brand-name identty. In fact,
it is the short-termm acdvides that CVI is embarking on to reach the long-term goal of a
single-dose vaccine that are unclear
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In speaking of CVI’s identity, one patticipant—film maker George Allez—set forth an
excellent and uplifting description. He stated that “there are moments in history that are
fraught with oppormunity. When I try to explain CVI, I say that we are on the threshold
of a golden age in immunology and CVI is hete to manage this golden age of immunol-
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Participants in Advocacy Workshop

Mr George Allez, Producer, Ash Film Productions, USA.

Dr Isao Arita, Chairman, Agency for Cooperation in International Health (ACIH),
Japan,

Dt Igor Barinsky, Head, Comparative Virology Laboratory, The DJ. lvanovsky Insti-
tute of Virology, Russia.

Dr Elizabeth Benites de Escala, Sub-Director, National Instirute of Hygiene and Tropi-
cal Medicine, Ecuador.

Dr J.V. Bennett, Director for Scientific Affairs, Task Force for Child Survival, Cattet
Center, USA.

Mr Andtew Butness, Burness Communications, 7910 Woodmont Avenue, Suite 1401,
USA

Mt Arthur D). Case, Managing Director, South African Vaccine Producers (SAVP),
south Africa.

Dr Stephen L. Cochi, Chief, Polio Eradication Activity, Centers for Disease Control
and Prevention (CDC), USA.

Dt Scott Halstead, Director, Infectious Disease Research, Naval Medical Research and
Development Command, USA.

Mt Jee-hoon Han, Director of Overseas Department, Korea Green Gross Corporation,
Korea.

Mr Frank Hartvelt, Deputy Director, Science, Technology and Private Sector Division
United Nations Development Programme (UNDP), USA,

Dr N, Kandun, EPI Manager, Ministry of Health, Indonesia.
Pr CJ. Lucas, TNO Prevention and Health, The Netherlands.
Dr M. Mahfoudi, Chief, National Immunization Programme, Morocco.

Mr Jacques-Francois Martin, Chief Executive Officer, BIOCINE, France.

T

Mt John Mautice, CVI Secretatiat

Dr Bjorn Melgaard, Chief, Expanded Programme for Immunization (EPI), WHO/
GPV, Switzerland.

D lman Mochny, EPI/CVI Focal Point, Southeast Asia Regional Qffice, WHO, India.
Dr William Muraskin, Professor, Queens College, City University of New York, USA.

Dt Peter Ndumbe, Ditector, Centre for the Study and Control of Communicable
Discases, University of Yacundé, Cameroon.

Dr Nguyen-Thi-Ké, Institute of Vaccine, Vietnam,
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Dr G.L.IN. Prasada Rao, Director, Pasteur Insdeute of India, India.
IDr Ira Ray, Director, National Institute of Biologicals, India.
Dr Jaime Sepulveds Amor, Director, National Institute of Public Health, Mexico.

Dt Gurinder 8. Shahi, Coordinator, Operations Development, International Vaccine
Institute, Korea.

Ms Adelaide Eleanor Sheatley, EPI Manager, Ministry of Health and Child Welfare,
Zimbabwe,

Dr Gustavo Sierra, President, Nadonal Vaceine Research Development Programme,
Cuba.

Dr Jaspal Sokhey, Director, Central Research Insdrute, India,
Dr DW. Stainer, President, Stainer Associares, Canada,

Dr Archimedes Theodoro, Chairman, PolioPlus Committee, Rotary Foundation of
Brazil, Brazil.

Dr Edward Trainer, Programme Manager, PolioPlus, Rotary International, USA.

Dr Jan van den Ende, Board of Directors, South African Vaccine Producers (SAVE),
South Africa.

Ms Ellen Wilson, Burness Cormmunications, Bethesda, USA.
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Annex 6:

Summary Report of the Workshop on
Choosing Desirable Vaccines and Vaccine
Combinations for the 21st Century

Co-moderators:

Dr Jobn La Montagne, Director, Division of Microbiology and Infections Diseases,
National Institute of Allergy and Infections Diseases, National Institutes of Health
Dr 8. Ramachandran, Fellew, Fogarty International Center, National Institutes of
Health

Rapporreur:
Dr Bruce Gellin, Medical Officer, Division of Microbiology and Infectious Diseases,
National [nstitute of Allergy and Infections Diseases, National Institutes of Health

Purpose of workshop

To examine the on-going transformation of vaccines from “commodities” available to na-
tional immunization programmes, to an expanding choice of technologies requiring new
strategies for their evaluaton and selection,

Outcomes of the workshop

The workshop acknowledged that the following assumptions would underlie any decisions
leading to new vaccine development:

1. Variety and choice. There are, and will condmue to be, a growing number of
antigens and approaches for improving existng vaccines and creating new vaccines.

A dynamic menu. The rapid pace of technology will continue to add new choices.
What is desirable today may not be desitable tomorrow, and the desirable technol-
ogy of tomorrow may be unforeseen and unpredietable today.

Thinking ahead: transition from near-term to long-term. Along the road to
future vaccines and approaching the goal of the ideal vaccine, there will be a
number of intermediate products.

* What would be the most useful for vaccines for the next 10 to 15 years?
* What are the best intermediate products?

The development of combination vaccines is not linear. The next genetation(s)
of the CVI Strategic Plan should take into consideration that the process of vaccine
development is not linear and that what may be the most efficient or expedient
step for the interim may not be the same for a longer range product.

DTP-based combinations as one option. The CVI strategic plan should readdress
whether the DTP-based combination vaccine strategy is the right one and the only
one. Not all desired combination vaccines will necessarily be combinable with
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DTP or [DTaP. Therefore, reliance only on a DTP-based combination strategy may
be a limitation in the future. Experience to date with DTP-combination vaccines
has shown that major vaccine companies have expetienced more difficultes than
had been anticipated, in particular with the immunogenicity of combinatdons that
contain acellular perrussis and Hib conjugate vaccines. In many settings, DTaP-Hib
combinadons have resulted in diminished antibodies to Hib when compared to
those elicited when Hib is administered separately from DTP The clinical signifi-
cance of these findings 1s wncertain, Despite this interaction, a DTaP-Hib combina-
tion vaccine has been widely used in Canada and has led to the near eradication of
Hib there. Such immunologic interactions have not been seen with a five-compo-
nent DTP-Hib-IPV product, emphasizing the need to demonstrate effectivencss in
the field.

Change is threatening to stable systems. Replacing existng vaccines with pew
vaccines may be disruptive to on going programmes, yet ptemature climination of
some technologies may preclude unanticipated technological leaps from occurring,
The development and use of new vaceines should not be limited by existing
infrastructure and programmes, although the flexibility of these systerns may be a
barrier in the near term.

The better the data, the better the decision: regional considerations. Choices
will be made on the basis of regional considerations such as the burden of diseases
(e.g. whether or not to include Hib), cost benefit analyses and social acceptability
(e.g. whether to replace DTT with DTaP or OPV with IPV). Therefore, the ident-
fication and development of appropriate data by which options can be compared is
a necessary eatly seep.

Vaccine noust be of acceptable quality. Substandard vaccines must be eliminated
p

from immunizaton programmes. Lack of efficacy and questionable safety will

jeopardize tmmunization programmes and public health interventions.

Changes in the marketplace. Local private markets will continue to grow and
their potential market will be increasingly recopnized by vaccine manufacturers,

Serting priorities in a setting of limited resources. FEven if health budgets were to
expand, the growing number of options will demand objective priority setting to
optimize programine resources. Given limited resources it is unlikely thac there will
be more money available to purchase all new vaccines that come along, regardless
of their andcipated impact on public health, Therefore, decisions about vaccine
purchases, and thus on vaccine development, will need to acknowledge that addi-
tional money is likely to come from other progtammes and may negatively impact
on them.

Management of change. A strategic plan for vaccine development must be revis-
ited on a regular basis.

Harmonization of regulatory requirements. This could greatly reduce the costs
of vaccine development. Therefore, CVI might help focus discussion in the interna-
tional community to accomplish this and increase interaction with the biological
standards component of WHO to facilitate this progress. It was recognized that
many obstacles exist. However, they should not cloud the vision of CVI and the
promise of new vaccines. The gains of EPI came from inexpensive and available
“commeodity” vaccines. Future vaccines should not be tested by this standard since
new biotechnology will initially be more costly and complicated.
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Background

Since its birth, the overriding goal of the Children’s Vaccine Initiative has been the hope of
taking full advantage of current and emerging vaccine technology to improve the health of
infants and children around the world. The Initiative not only hopes to accelerate the devel-
opment and use of vaccines against diseases that are not currently “vaccine preventable” but
also to simplify the complex logisties of vaccine delivery through the creation of vaccines
that, among othet characterstics, requite fewer Injections and fewer cotitacts,

The past decade has ushered in a new geperaton of vaccines, Several have worked their way
through the development and evaluation process, have become licensed products, and have
been inserted into immunizaton schedules in many parts of the wotld. These include hepa-
tiis A and B, Haemophilus influenzae B conjugate vaccines, acellular pertussis vaccines,
and varicella vaccines. Several others, including vaceines for rotavirus and conjugated pneu-
mococcal and meningococcal vaccines look to be promising vaccine candidates that may
soon be approved for use in some populations. An even longer list of new vaccine antigens
and new approaches to vaccines are in earier stages of development. While the present and
future availability of improved and new vaccines offers the promise of even more efficient
and powetful preventve tools against infectious diseases, each new product brings an in-
cteased delivery challenge, Not withstanding the good that these products may bting, addi-
tional injections and immunizaton visits may increasingly provide real disincentives to full
compliance and completion of the immunization schedule.

Technologies that simplify delivery may be more expensive to produce. However, they may
ptovide substantdal savings. Therefore, there may be a number of ways to greatly expand the
effectiveness of new vaccines without a parallel increase in cost. Further, competition in the
marketplace and economies of scale in manufacturing should reduce both costs and ptice
over time. Therefore, “affordability’” must not only be seen in terms of current vaccine
ptices for the newer vaccines. The availability of a rapidly growing number of candidate
antgens, cach manufacrured by different processes, adds to the potential fot physicocherni-
cal and immunologic interactons between components (antigens, adjuvants, and technolo-
gies). This highlights the nced for formal product development and evaluation for any pro-
posed candidate vaccine product.

As a concept, multdantigen ot combination vaccines are one approach to the goal of simpli-
fying the process of vaccine delivery. The existence and utlizaton of DTP, MMR and triva-
lent OPV cleatly demonstrate that combined vaccines are not a new concept. While it
would be ideal to be able to blend together the desired antigens for particular individuals,
groups ot regiops, the rigors, resources and time that must be invested to demonstrate safety
and efficacy for each such product preclude such a soluton. With this need comes the cost
of development, estimated to be as much as $300 million per licensed product. Given lim-
ited resources and an expanding menu of opdons the goal of the workshop is to begin to
develop an approach to decision making in this arena.
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Perspective of vaccine developers, manufacturers and users

Dr George Siber (Massachusetts State Biological Laboratories, USA), provided 4 glimpse
into the future and highlighted three promising technologies that could accomplish many of
the CVI goals for desirable vaccines.

+  Controlled telease vaccines
+  Vectored vaccines

* DMNA wvaccines

1.  Controlled release vaccines

A desired antigen can be encapsulated inside synthetic polymers and subsequent release can
be continuous, ot in pulses designed to mimic booster schedules. Controlled release vac-
cines can be administered by injection, of via oral or nasal adminjstration and should stimu-
late & strong, high affinity immune response. One design that has undergone extensive avalu-
ation is composed of polylactic acid-poly glycolic acid, similar to absorbable suture mare-
tial. Such matetals have been in use for decades. Their safety profile is well known and they
are zpproved by the USFDA. This approach is also an attractive approach from 2 manufac-
turing standpoint since it can be done on 2 large scale and is relatively uncomplicated.

Initial animal stadies of microspheres incorporating tetanus were disappointdng and com-
pated unfavorably with aluminum phosphate absorbed tetanus toxoid sinee the bulk of the
antgen was released early with minimal antigenic effect. These studies demonstrated that a
number of physical and chemical interactions limited immunogenicity. More recent studies
that use Hib-T vaccine (where tetanus is coated with Hib polysaccharide) may overcome
this Hmitation and may also provide sufficient immune response to Hib. Such an approach
would mesh well with CVI's DTP-combination strategy as it might zlso he possible to
microencapsulate a number of other desired antigens including heparits B and pneumococ-
Cus,

Does the development of this technology beg the quesdon of an idealized schedule? Clearly,
as we learn mote about the immune system we will need to gain a better understanding of
the optimal immunizadon schedule to induce a desirable and life long immune response.

Microspheres present a number of safety concerns that will need to be addressed if this
technology is to move forward. Among the questions to be answered:

*  If given orally, will persistence be long lasting?
* How difficult will data on reactogenicity and adverse reactions be to obtain?

*  How safe is & controlled release product in an individual that is allergic to that
product?

Theretore, while encapsulation is promising, it should not deter current momentum to
develop DTP-based combination vaccines. In the long-term, these technologies may metge.

2. Vectored vaccines

DNA codes a desited antigen and s introduced into an attenuated virus ot bacterial vectot,
There is a growing list of potental vectors, BCG may be an ateractive candidate for develop-
ing county use since the safety of BCG is well established; it can be administered at birth,
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and it is heat stable. From a manufacturing standpoint, it is easy to grow on a lazge scale and
many manufacturets already have the know how to manufacrure BCG. BCG has a large
capacity for DNA, and a2 single dose may give long-lasting protection.

Recent progress in a BCG-vectored Lyme vaccine has demonstrated that a protective IgG
(Th1) response can be generated from a single nasal dose and persists for at least two yeats.

While bacterial vectors are an attractive approach since prokaryotes do not manufacture
glycoproteins, viral glycoproteins ate not made by bacteria. Further, the immune response
to the vector itself may be a limiting factor by impeding immune responses on subsequent
doses. In addition, if already immune to TB, such an approach is unlikely to be immuno-
genic. Finally, the vse of BCG or another artenuated live vector may be limited since these
vectots may disseminate in immunocompromised hosts,

3.  DNA vaccines (“naked” DNA)

PPurified plasma DNA encoding an antigen can be incorporated into nuclei following deliv-
ety by intramuscular injection, the mucosal route, or intradermally, DNA directs the as-
sembly of protein antigens for which it codes. These ate transported to the cell surface and
presented to the host’s immune system where they trigger all arms of the immune tesponse.

Experimental studies with an influenza prepatation have demonstrated several attractive
features of this approach:

*  Higher antibody titers are obrained following vaccination than following infection
with wild virus.

Broad protective cytotoxic immunity is produced. In the influenza model, anfigenic ‘
drifts and shifts of wild virus do not affect the overall effectiveness of this ap-
proach.

This approach also:

= Avoids the need and expense of antigen purification.
Allows multiple genes to be introduced and expressed.

Induces B cells and CD8 cytotoxic T cells.

Avoids inhibition by preexisting (e.g maternal) antibodies.

»  Avoids safety concern of live vectors.

However, since neither vectored vaccines nor DNA vaccines can produce polysaccharides,
protein polysaccharide conjugate vaccines are likely to be in the mix for the foreseeable
furure.

Dt Williame Hausdorff, Wyeth-Lederle Vaccines and Pediatrics, emphasized thar priori-
ties, once set, are not fixed but must tespond to changing technologies, successes and failures
of product development efforts, and changes in demand. Therefore, a range of possible
products must be considered and reconsidered. For example, in the USA, the proposed shift
from QPV to IPV may reset priorities for DTaP-combination vaccines. In this setting one
could envisage the development of intermediate combinations that were not on the drawing
boatd a few vears ago, such as 2 DTaP-IPV vaccine and a separate Pncumo conj-Mening
conj-Hib combo that could mesh with the immunization programme. Different combina-
tions are possible, and not all need to be based on DTPR.
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Alternatively, a maternal immunization strategy may not only lead to the development of
vaceines designed for women of childbearing age that would protect neonates from infec-
tous diseases but may also impact on vaccines that will be administered to those neonates.
For example, in theory, one could envisage two candidate RSV vaccines, a subunjt vaceine
that would be given to women of childbeating age and a live attenuated vaccine for neonates.

Changes in the immunizaton schedule itself could also affect the desirability of vaccine
combinatons. For example, vaccines that protect against $TDs may be best administered o
school age children or young adolescents rather than in childhood, 1f this is the case, it may
be desirable to consider an adolescent combination vaccine that also includes hepatitis B
vaceine or, one day, an ATDS vaccine, Finally, market size and pricing structure is the key to
making choices among vaccine candidates to develop. The more undefined, the more diffi-
cult to entdee industrial partners.

Dr Octavio Oliva (Oswaldo Cruz Youndation, Rio de Janeiro) pointed out that, similar
to the large, multinational vaccine companies, smaller vaccine manufacturers must make
choices from among the many approaches to vaccine development. In addition, it is also
essential that these mapufacturers:

1. Devclop optimal management systems that will ensure fumre corporate viabiliy.

2. Ensure that they will have access to new technologies. This will necessitate collabo-
rative technical assistance for the development of specific products important in a
country or region (e.g, vaccines that protect against N. mensugitidis [serogroup B,
typhoid fever, hepatitis A, yellow fever and denguc).

3. Develop partnerships with large and small vaccine companies and/or biotechnol-
ogy companies that will facilitate the best utilizaton of new technologies. This will
be part of a larger national picture of technology development manufacturing
capability.

4. Identify and secure appropriate consultants to provide insight into the many new,
and sometimes competing, technologies that are important for future vaccine
development and production {e.g. freeze drying process for measles vaccine produc-
tion). Sharing available information among manufacturcrs in an ohjective way will
greatly assist in the selection of appropriate technology. This is one area where
informal cooperation between SIREVA and CVI has already begun to assist in
decision making.

The decision making process: decision analysis, cost-effectiveness
studies and economic modeling

Dr Matk Miller (CDC) gave a presentation on this subject. Any priority serdng exercise
should seart by identifying the ultimate goals from the perspectdves of each of the pardci-
pants and recognize that there are likely ro be competing interests. This can help to identfy
areas in which consensus can begin to be developed and partnerships crafted.

Decision analysis may help to provide an objective compatison among the vatious opdons
and should be incorporated into the dynamic strategic planning process. In addidon, models
should be developed that can facilirate these decisions.
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Because tesources (money, effort and dme) are limited, priorities will force choices to he
made. Informed decisions rely on the best available data. Identifying and developing data
(cpidemiological, economic) is a likely initial step. While neither intuitive nor ideal, cost-
effectiveness analyses have utlized the concept of DALY (disability adjusted life yeat) as a
standardized denominator and allows for direct compartison of different options (e.g. bed
nets vs. vaccine programme for malaria control). Mote importantly, DALY provides a means
to incorporate more than only mortality as key data and factots in “quality of life” indices
such as morbidity and disability. However, it is important that the assumptions built into
the model remain clear.

However, what is “desirable” may be different from what is cutrently technologically and
programmatically feasible. Technological feasibility must take into account that unantci-
pated leaps of technology (or unandcipated setbacks in product development) may preatly
affect projected lead times. Similatly, access to new technologics may also affect the rate at
which new technologies can move forward. In contrast, the likelihood that a new technol-
ogy is utilized, if available, may depend on available resources (costs and cost-effectiveness)
as well as willingness to adopt a new approach over a more traditional one.

Economic modeling attempts to integrate epidemiologic and economic data to compare
various seenatios. Economic models not only assess whether a particular intervention is
cost effective but the impact of the incremental benefit from the incremental cost (What do
you get for a dollar spent and how much more do you get if you spend more?). Components
of economic models for vaccine development include an assessment of the benefits (nhew
and/or incremental) of the vaccine, including reductions in motbidity, mortality and dis-
ability as well as indirect costs such as impact on the economy (savings gained by a2 teduc-

tion of lost time and wages) and benefits gained from reductions in inconvenience. Cost-
benefit analyses regarding the development of new vaccines also need to include an assess-
ment of the impact that an improved or new vaccine will have on the both the costs and the
cffectiveness of the immunization programimes.

Deterrniningr the “cost” component of new vaccine development for cost-benefit analyses
must include: actual costs of development and costs that may result from anticipated and
unanticipated adverse events; and indirect costs such as the relative inconvenience of a vac-
cine and itz impact on lost time and wages. These factors should be balanced against the
calculated cost per disease averted.

Feonomic analyses can be used to define research and development priorities and influence
pticing policies. Por example, a cost-effectiveness analysis of the use of IPV vs. OPV in the
United States demonstrated that a high price bad a negative impact on the market share and
that 2 Jower price led to not only a larger market share but also an increase in the company’s
total profits.

Cost-effectiveness studies on new vaccine development can also influence the decision
among & vatiety of options, such as the use of a vaccine vs. other public health measures (eg
development and use of vaccines that protect against a range of infectious diarrheas (cholera,
shigella, rotavirus) vs. cost of ensuring a clean water supply which would provide still addi-
tional benefits. Yet it is important to realize that cost effectiveness analyses studies are lim-
ited by the assumptions that are incorpotated into the model.

Unfortunately, decisions are often made for political reasons rather than being based on
sclentific of economic grounds, The recent decision by the USA to move towatd IPV rather
than OPV, was based on an cconomic analysis which estimated that the cost of pteventing
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one case of Vaccine Associated Paralytic Polio (VAPP) was approximately §3-4 million,
tlustrating that economie considerations are not the only factor that go into such decisions.
Thus while economic maodels need to incorporate the realities of the country which will use
them, they can soll be powetful tools in the decision making process since many decisions
are made primarily for polideal and socioeconomic considerations. In developing countties,
the lack of resources ultimately has the most powerful impact on the choice made since
desirable products often cannot be paid for, even if they are the tight choices.

New generations of vaccines must not only be safe and effective, but they will increasingly
need to have additional benefits, To be used, they must be demonstrated to be cost-effective,
if not cost-saving, by improving the overall process of immunization; a realization that
needs to be incorporated into the CVI strategic plan. For example, the likelihood of disease
cradication should also be included in cost-benefit analyses, since eradication will ultimately
lead to discontinuation of vaccines, and the subsequent cost savings in perpetuity. Also,
reducing the number of doses and/or immunization contacts should also be factored into
znalyses since this will impact on savings in vaccine delivery and allow health workers to
petform other public health functions.

A central role for CVI

Since there are a varlety of participants in the process, manufacturers, governments (minis-
tries of health and finance), NGOs and PVOs, consumers, and society at large, CVI can
facilitate the necessary interactions and begin to develop an adjustable cost-effectivencss
model that can be useful for all.

CVI could be an effective forum to gain consensus on the combinations that could be used
for the next decade. An important goal is to minimize further complexity in an already
complex system. For example, CVI should play a leading role in organizing head to head
trials of competing rechnologies, patticularly t help sort out the potentzl adjuvant candi-
dates. Because no other institution has taken it up, CVI should fund research aimed at
defining the cpidemiology of diseases for which new vaccines are, ot soon will be, available
(e.g. Hib, RSV).

Concluding comments

Dr §. Ramachandran, Fogarty International Center, NIH presented the following
thoughts on the management of change. Vaccines will continue to be highly cost-effectve
and new vaccines will further prevent the massive burden caused by infectious discases,
especially in developing countries. However, at present there is not a ready mechanism to
incorporate new vaccines into immunization programmes, as has been unfortunately scen
with the slow progress in adding hepatitis B vaccine to the EPI schedule worldwide.

Despite the fact that it has been repeatedly proven that vaccines are one of the most cost-
effective and safest approaches to the control of infectious diseases, countrics, particularly
developing countrics, give very low budgetary priority to immunization programmes for
both adults and children. Experts and programme managers in immunization must be more
demanding and outspoken with respect to resource allocation for vaccine development and
deployment.

The selection of desirable combination vaccines will necessitate attenton to the manage-
ment of change. This will include:
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Recognizing that socioeconomic feasibility is an important element in the decision
making process and must be factored into the strategic planning process.

Taking leads from other technologies (e.g cellular telephone technologics and
computers) and applying lessons to bring about the next generation of vaccines.

Maintaining strong support for basic research, as it is a likely source of innovative
technological leaps that would be unlikely to come about with incremental im-
provements.

Recognizing that change will not occur all at once, and that change will not
necessarily replace existing technologies.

Developing a regional approach to new vaceine development because of the
cpidemiological patterns of diseases and local ecologies, rather than a unified global
apptoach.

Participants in Workshop on Choosing Desirable Vaccines

Dr Mineo Arita, Director, Department of Viral Disease and Vaceine Control, National
Institute of Health (NIH), Japan.

Dr Geraldo Arméda, Chief, Laboratory of Bactetial Technology, Oswaldo Cruz Founda-
tipn, Brazil.

Dr Luis Barreto, Assistant Vice President, Clinical and Medical Affairs, Connaught Labo-
ratories, Canada,

Dr Kenneth Bart, Associate Director for Medical and Scientific Affairs, Office of Interna- .
tional Mealth, Department of Health and Human Services, USA.

Mrs Conception Camp Huergo, President, Finlay Institute, Cuba.
Ms Carmen Chirine Inara, Venczucla,
Mr Alain Cognard, Dircctor for Latn America, Pasteur Mérieux, Argentina,

Dr Nora Dellepiane, Chicf, Department of Control of Immunobiological Products, Na-
tional Institute of Microbiology, Argentina.

Dr Suzana Machado de Avila, General Coordinator, Ministry of Health, Brazil.
Dr Otavio Pinheiro de Oliva, Technical Advisor, Bio Manguinhos /Fiocruz, Brazil.
Dt L.C. Driver, Consultant, Bio Manguinhos, Oswaldo Cruz Foundation, Brazil,

Dr William Egan, Deputy Director of the Office of Vaccine Research and Review, Center
for Biologics Evaluation and Research/FDA, USA.

Dt Elaine Esber, Associate Director, Center for Biologics Evaluation and Research/FDA,
USA.

Mr Peter Evans, Chief, Vaceine Supply and Quality (V5Q), GPV, The World Health
Organization, Switzerland.

Dr Eduardo Forléo, Medical Manager, Pasteur Mérieux, Brazil.

Dr Ricardo Galler, Oswaldo Cruz Foundation, Brazil.

Dr Bernadus Ganter, Expanded Programme for Immunization (EPI), PAHQ), Brazil.
Dr Lisette Gonzalez, Coordinator, Clinieal Trials, United Biomedical, Inc., USA.
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Dr Williarn Hausdorff, Associate Director for Scientific Affairs, Wyeth-Lederle Vaccines
and Pedizerics, USA.

Dr Hisako Gondo Higashi, Director of Production, Butantan Instirate.

DDr Mauriee Hilleman, Director, Merck Institute for Therapeutic Research, Merck Re-
search Laboravories, USA.

Dr Akira Homma, Regional Advisor on Bielogics, PAHO, USA.

Dr Chi-Byi Horng, Ditector, Natonal Insdtute of Preventive Medicine, Taiwan.
Dr Eduardo Johnson, Public Health Institute, Chile.

Dt Zhao Kai, Director, National Vaccine and Serum Insttute, Peoples Republic of China.

Dt John La Montagne, Director, DMID,NIAID, National Institutes of Health, USA,
Dz Paul Henri Lambert, Chief, Vaccine Research and Development (VRD), WHO/GPV,

Switzerland.

Dr Mana da Luz Fernandes Leal, Chief of Production, Oswaldo Cruz Foundation, Bra-
zil.

Dr Eduardo Leser, Oswaldo Cruz Foundation, Brazil,

Dr Fernando José Caerano Lopes, Industtial Manager, Oswaldo Cruz Foundation, Brazil
Dt George F. Mann, Consultant, Bio-Manguinhos, Oswaldo Cruz Foundation, Brazil.
Mr Hugo A. Massaldi, Hygiene Institute, Uruguay.

Dr LM. Mchta, Vice-President, Serum Institute of India Research Foundation, India.

Dr Mark Miller, Medical Epidemiologist, Centers for Pisease Control and Prevention
(CDCY, USA,

[r Al Akbar Mohammadi, Director General, Razi Regearch Institute for Vaccines and
Sera, lran.

D Kim Mulholland, ARL Programme, The World Health Organization, Switzerland.

Sir Gustav Nossal, Divector, The Walter and Eliza Hall Institute of Medical Research,
Royal Melbourne Hospital, Australia,

Dt Maria Cristina Pedreira, Ministty of Health, Brazil

Dt Jodo L. Quental, Director of Bio-Manguinhos, Oswaldo Cruz Foundation, Brazil,
Dr Regina Rabinovich, Chief, Clinical Studies Secdon, NIAID/NIH, USA.

Dt Sutyanarayan Ramachandran, Fogarty Scholar, National Institutes of Health, USA.
Dr Felix Rosenberg, Director, INCQS5/FIOCRUZ, Brazil.

Dr David Salisbury, Principal Medical Officer, Department of Health, United Kingdom.

Mr Jum Sakamoto, Advisor on International Cooperation, Internadonal Affairs Divi-
sion, Ministry of Health and Welfare, Japan.

Dr Ofelia Saldate Castaneda, Chemist-Bacteriologist-Parasitologist, National Public Health
L.aboratories, Mexico.

D MNeusa Nakao Sato, University of Sde Paulo, Brazil
Dr Hermann Schatzmayr, Department of Virology, 1.0O.C., Brazil.
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Mr E. Selman, Director, Control of Srate Medicine, Cuba.
Dt Rho Hyun Scong, Assistant Professor, Seoul National University, Korea.

Dt Hak-Kyoon Shin, Ditector, Department of Virology, National Institute of Health,
Korea,

Dr George Siber, Director, Massachusetts Public Health Biologic Laboratoties, USA.

Dr Mark Steinhoff, Associate Professor, Johns Hopkins University, USA.
Ms Leonor Suarez, National Institute of Biologics Control, Ecuador.

Mr Yoshikazu Tada, Manager, Planning and Management Division, Kanonji Instirute,
Japan.
Dr S.P. Tripathy, Director, Regional Office for Southeast Asia, Delbi.

Ms Elba Valedon, National Hygiene Institute, Caracas, Venezuela.

Dr Jorge Luis Vega, Biochemical Engincer, Center for Genetic Engineering and Biotech-
nology, Cuba.

Dr Bruce G. Weniger, Assistant Chief for Vaccine Development, National Immunization
Progtamme, Centets for Disease Control (CDC), USA.

Dr Peter E Wright, Chairman of Product Development Group, Pediatric Infectious Dis-
cases, vanderbilt University Medical Center, USA.
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Annex 7:

Summary Report of the Workshop on
Intellectual Property Rights:
Access to New Technologies and Products

Co-Moderarors:

Dr Itaias Raw, Director, Butantan Institute, Sdo Paula, Brazil,

Mr Charler Carnio, Patent Counsel for Merck & Co, New Jersey, USA
Rapporteus:

Eligabeth Fuller, Esq., Consultant to C1T

Purpose of workshop

To initiate a process within CVI for exploring how intellecrual property rghts affect the
availability and cost of future vaccines

Discussion of background paper

Several weeks prior to the mecting in 330 Paulo, a paper written by Mr, William Packer of
the Virus Research Instimute of Cambridge, Massachusetts, was distributed to likely par-
ticipants in the workshop. This paper had been requested to elicit discussion about the
impact of Intellectual Property Rights IPRs) on the introducton of new vaccines and to
consider many options for overcoming the impediments presented by IPRs, The most
controversial option presented was that governments of developed countries exert *...pres-
sute on their manufactarers under ‘Government Use’ provisions in patent law to ensure
access for developing countries” He also presented several less controvetsial ideas for
getting vaccines into developing countties, including bilateral negotiations between manu-
facturers and developing countries; CVI acquisition of technology; linking UNICEF
purchases to the transfer of technology and/or TPR licensing to developing world produc-
ets.

Mr Charles Caruso, in referring to Mr. Packer’s report, stated that he was opposed to any
torm of “government coercion.”He provided some hasic information about the patent
system, and the various types of IPRs: patents, “know how”, and trade secrets. He advo-
cared face to face negotiations between the parties as the most desirable method of trans-
ferring technology or procuring vaccines.

D Isaias Raw, was concerned that, in his experience, the only offer made by large manu-
facturers to developing countries is bulk purchasing arrangements. He presented the view
that the developing world is fully capable of manufacturing vaccine for its own local
markets, and that many developing countrics would utilize the five year grace period of
the TRIPS Agrcement (the Uruguay Round Treary that addresses IPR issues) to gear up
their manufacturing capabilities. He voiced his support for the formation of a vaccine
manufacturers’ consortium to provide increased leverage in future negotiations and to
utiize the strength of numbets.
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Elizabeth Fuller presented Mr William Packer’s paper in his absence, along with a brief
paper outlining the importance of IPRs and their impact on new vaccines. This paper
included 2 cursory patent search on acellular pertussis (acF) and Haemophilus influenzae
B (Hib) conjugate vaccines. The purpose of this search was to show the complexity of
IPRs in vaccine production as well as to demonstrate how much information about IPRs
is publicly available. She proposed the idea of extending the existing tiered pricing strue-
ture to royalties for UNICEF putchases for the world’s poorest countries.

In response to Mr William Packer’s paper, Dr William Hausdorff, Associate Director for
Scientdfic Affairs at Wyeth-Lederle, prepared written comments reflecting the belief thar
one must make 2 distinction between intellectual property rights, technology transfer,
and apptopriate economic benefits, Furthermore, any discussion on these topics should
focus on “specific vaccines and specific scenarios.” While stating that, “The new UNICEF
tender announcement starts to move in that direction”” he also noted that, “It may be
valuable for WHO and the CVI to examine how similar issues have been addressed in
other parts of the pharmaceutical industry (i.e, antibiotic production).”

Dt Celeste Emerick, Oswaldo Cruz Foundation, Rio de Janeiro, Brazil, expressed views
that were similar to Dr Raw’s position on bulk filling arrangements, referring to IPRs as
being concentrated in the hands of a small number of large multinational corporations,
Her expetience with large manufactuters was that their offers wete limited to final pro-
cessing of the product. She proposed a specific role for CVI in aiding developing countries
cither by negotiating directly with IPR holders on their behalf, or by actually acquiring
IPRs directly and passing them to manufacturers in the developing world. While indicat-
ing the potential intermediary role for CVI, Dr Emerick was also supportive of ditect
negotiations between Brazil and international manufacrurers. Furthermore, Dt Emetick
fele that Brazil should comply with the IPR protecton of GATT aimed 2t “harmonizing
international legislation on intellectual property through the adoption of basic critetia for
ptotection.”

Mt John Gilmartin, UNICEF Supply Division, Copenhagen, offered the view that con-
flict over IPRs is not related to the novelty of the technology, but to the market value of
the resultant vaceine and to the liquidity of the trelated wechnology marker. He proposed
that the issue of IPRs requited further undetstanding, suggesting that CVI could most
cffectively shed light on this subject by undertaking a structured study of IPRs in vac-
cines. As the Mereer study was pivotal in focusing the vaccine supply strategy, a simnilar
detailed, professional exploration of IPRs and their strategic tole in new vaccines is 2 high
priority.

Dr George Siber, Massachusetts Public Health Biologic Laboratories, Boston, Massachu-
setts, USA, expressed dismay that in the case of hepatitis B, Hib and acP, global introduc-
tion of the vaccines has been hampered by IPRs. The main obstacle has been the granting
of exclusive licenses, for example, the pertacdn (69k) component of acP. He presented, as
an alternative, a structure under which exclusive licenses are granted only for private
sector markets. Simultaneously, a separate license would be negotiated for manufacturers
for public sector use. In this way, he argued, the innovation fostered by the patent system
would not be hampered as the ptofitable markets would remain so. The definidon of the
“public sector” may prove a barrier to implementation of this idea.

During the discussion which followed, it was noted that IPRs and increased royalties were
the natural outgrowth of increased innovation. There was a call o “mobilize resources in
2 new way,” to cover incremental royalty costs, With regard to transfer of technology,
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negotiation on a case-by-case basis with the vaccine manufacturers is crucial. It was strongly
stated that IPRs should never lead to absolute monopolies, because this would impinge on
public health issues.

General areas of consensus

The workshop agteed on the following staternents:

Research and Development and innovation to develop and bring to the field new vaccines
should be supported by protecting IPRs and promoting mechanisms for the utilization of
IPRs (including competitive licensing) which would optimize their access by the public
SECtOr.

There is a need for those in the fleld of vaccine production to be more sophisticated about
IPRs. This includes, the need for more information gained through patent searches

Access to technologies and products is generally obtained by good faith negotiation be-
tween the pardes. Technology licensing is customarily a complex process, requiting com-
petent legal, financial and marketing advice. CVI should (with appropriate caveats) pro-
vide 2 list of competent advisors in the technology licensing field for the benefit of those
in the public sector who are interested in pursuing technology licensing.

Specific approaches for ensuring access to new vaccines

The wotkshop discussed such access for countries in the developing world, dividing them
into two categories, IPRs as they affect countries which procure vaccines, and IPRs as
they affect those countries able to produce locally.

With regard to countres which procure vaccine, the topics discussed were:

1. Tiered royalty system. This is a potential way of reducing the final price of
vaceines for use in very poor countres. Holders of IPRs notmally charge vaccine
manufacturers a royalty which is a fixed percentage of the sales pice, regardless of
the identity of the buyer. With newer vaccines, the royalty ptice s likely to be-
come a larger percentage of the cost of a vaccine. The idea is that 2 lower royalty
rate could be negotiated for sales to UNICEF for use in the world’s poorest coun-
tries, while royaltes for sales to the more profitable markets would be increased to
make up for the lost profit. This would create a tiered toyalty pticing system
analogous to the general tered pricing system for vaccines already in place. This
approach could be of genuine benefit to UNICEF and was felt to have, with
further clarification and study, some promise.

Implementation would be through alteration of the standard, ot “boilerplate”
language in the licensing agreements between the vaccine manufacrurers and the
IPR holders (generally universities or biotech companies) to include z separate
toyalty rate for all purchases by UNICEF of vaccine for final use in a discrere
group of countries. The difficulties presented by this approach were the obstacles
to atering a well established way of doing business; and monitoring difficulties.

2. Payment of royalties by International organizations. This was seen as an area
which had promise as a new way of mobilizing resources. However, as a practical
matter such an expensive endeavour was considered highly unlikely given the fact
that the internadonal organizations are generally in an era of retrenchrent.
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3. Manufactuter donating royalties. This approach was not considered feasible.

With regatd to the countries able to produce locally, the topics discussed were:

1. Bulk filling approach. This is an arrangement by which vaccine is produced by
latge vaccine manufacturers and sold to the finisher in bulk form to be packaged
and labeled locally. The cost of the bulk is significantly lower to the purchaser than
the finished product. Consequently, the royalty costs would probably be lower as
well (this may vary with the licensing agreerment). This option was seen by some
local manufacturers as a substitute for genuine technology licensing agreements.
Many developing countries believe that this is 2 way of fostering dependence in
countries fully capable of local production.

2. Joint venture arrangements, All parties agreed that this is genetally a good idea.
Commercial industry representatives emphasized the importance of negotiation on
a case-by-case basis,

3. Government coercion. This was discarded as a nonstarter.

4. Public sector license. There was a further discussion of this idea with some focus
on the definition of the public sector. The belief was expressed that when the
public sector funds the research which leads to the patentable process ot product,
then there should be some provision to allow the public sector to benefit. There is,
however, the problem of dividing up the market years in advance of having a final
marketable product. There was also some concern expressed about the long-term
financial viability of public sector producers.

Participants in Workshop on Intellectual Property Rights

Dt Seth F Berkley, Associate Director, The Rockefeller Foundation, USA.
My Charles M. Caruso, International Patent Counsel, Merck & Co., Inc., USA.

Mr Arthur D. Case, Managing Director, South African Vaccine Producers (Pty) Ltd.,
South Africa.

Dr Maria Celeste Emerick, Cootdinator of Technological Development, Oswaldo Cruz
Foundation, Brazil.

Dr Louis Champion, Pasteur Méricux Sotos E Vaccinas, Brazil.

Dt Patricia Costa Giomi, Manager, International Regulatory Affairs, Lederle-Praxis
Vaeclnes and Pediatrics, USA.

Dr Jose Luis Di Fabio, Advisor on Vaccine Research, Production and Quality Control,
Pan Americap Health Organization, USA.

Dt Djoharsjah, Director, Finance and General Affairs, Perum Bio Farma, Indonesia.

Elizabeth C. Fuller, Esq., CVI Secretariat, ¢/o The World Health Organization,
Switzetland.

Mt John F Gilmattin, Chief Purchasing - EPI, UNICEF Supply Division, Denmark.

Dr William Hausdorff, Associate Director for Scientific Affairs, Wyeth-Lederle Vae-
cines and Pediatrics, USA.

Professor Donald A. Henderson, Johns Hopkins University, School of Public Health
and Hygiene, USA.
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Dr R.H. Henderson, Assistant Director-General, The World Health Organization, g
USA. !
Dr Barinsky Igor, The D.I. Ivanovsky instdtute Virology, RAMS, Russia.

Dr Manuel Limonta, General Director, Center for Genetic Engineering and Biotech-
nology, Cuba.

Dr Custiane Machado Quental, Advisor for Technological Cooperation, Oswaldo
Cruz Foundation, Brazil.

Dr Joao Quental, Director, Bio-Manguinhos/OQswalde Cruz Foundation, Brazil.

Dr Richard Mahoney, Director, Institutional Development, The International Vaccine
Instinite, Korea,

Mr Jacques-Francois Martin, Chief Executive Officer, Blocine, Prance.
[2r Julic Milstien, Scientist, GPV/VSQ, The Wotld Health Otganization, Switzerland.
Dy GL.IN. Prasada Rao, Director, Pasteur Institute of India, India.

Professor Isaizs Raw, Director, Butantan Institute, Brazil.

Dr Ira Ray, Director, National Institute of Biologicals, Add. Director General of Health
Services, Government of India.

Dr George Siber, Direcror, Massachusetrs Public Health Biologic Laboratories, USA.
Dr Moises Spitz, National Insttute of Microbiclogy, Argentina.
Dr DWW, Stainer, President, Stainer Associates, USA.

Mr Yoshikazu Tada, Manager, Planning and Management Division, BIKEN, Kanonji
Institute, Japan,

Br ‘Thomas M. Vernon, Excourive Director, Medical, Scientific and Public Health
Affairs, Merck Vaccine Division, USA.

Dt Jorgen C.W, Weber, Consultant, JJ.C.W. Weber, Canada.

CVI/GEN/S6.08 . 81




Annex 8&:

Summary Report of the Workshop on
Financing the Introduction of New Vaccines

Co-Moderators:

Dr Terrel Hill, Principal Advisor of the Child Survival Unit at UNICEF
Dr Bjorn Melgaard, Chief of WHO/GPV/EFI

Rapporteur:
Ms Amie Batson, Vacane Supply and Quality (1750), WHO/GPl”

Purpose of workshop

Te answer the following questions:

* Is the introduction of new vaccines a priority given limited funds?
+ If 5o, which vaccines and which countries should be supported?

* How should the financing be structured to achieve the objectives of rapid introdue-
tion and sustainable supply of existing and new vaccines?

Background

The immunization community is building on past investment in infrastructure by mov-
ing forwatd in two ways: going “deeper” to prevent diseases with the existing vaccines,
and going “broader” to introduce new vaccines to prevent other diseases. The disease
control initiatives are strategies to go deeper; using existing vaccines to eradicate polio,
climinate neonatal tetanus and control measles. Equally important, adding “new” vac-
cines like hepatids B vaccine, yellow fever vaccine and other potentally useful vaccines
like Hib and DTP combos will enable governments to control disease and prevent deaths
in an extremely cost-effective way, by building on existing infrastructure.

Cver the Jast fifteen years, the immunization community has focused most of its atten-
tion on building systems: building a delivery infrastructure, building demand, building a
trained health staff, and building a global procurement system. These systems were devel-
oped by focusing on the tradidonal EPI vaccines which cost only pennies per dose. The
low cost was due to a vatiety of economic factors including that these vaccines were “old”,
no longer impacted by IPRs, and being produced in facilities with excess capacity. These
low prices created the expectation that vaccines should cost only pennies per dose and the
petception that vaccines were not valuable—they were not worth more than pennies per
dose.

The perceptions and systems in place were first challenged by the recommendation to
include hepatitis B vaccine. This vaccine was protected by IPRs and was not pennies, but
dollars a dose. The public sector financial structure was simply unable to handle this level
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of financing, and to this day we are left with a vaceine which is used only in industrialized
countrics and developing countrics which are relatively wealthy, Disease magnitude and
programme capacity to introduce a new vaccine are not determining which countries
include the vaccine—national wealth s,

A sccond challenge to the system was the recommendation to include yellow fever vac.
cine. This vaccine cost roughly $0.20 per dose, but was only recommended for a small
group of countries. The 33 high risk countries who need the vaccine ate largely in sub-
Saharan Africa and again finance, not health nceds, has dictated the decision about who
has access to the vaccine.

Even for those less interested in Hepatids B or Yellow Fever vaccine, these two cases
illustrate the weaknesses in the vaccine supply and financing strucrures, It is clear that
none of the ncw antigens which are becoming available—Hib, pneumococeal conjugate
or rotavirus—are going o be affordable for children in the poorest countties unless funda-
mental changes are made.

Historical problems

*  new vaccines whose costs include royalties, licensing fees and investment in produe-
tion capacity will be significantly mote expensive than the “old” vaccines:

= even when new vaccines are available, they are not accessible o the neediest
countries who can not afford them at any price;

*  donor support for new vaccines is uncoordinated and uncertain. There is no
process to define priotity vaccines or o define whete support should be targered;

*  icis unclear what is the priority of funding new vaccines versus the priority of
funding OPV for polio eradication, or diphthetia for the diphtheria epidemic;

¢ countties with local vaccine industries may not wish to procure vaccine from
commercial tranufaceurers, however, technology transfer will be lmited and
difficult.

Is the introduction of new vaccines a ptiotity?

1. The current disease objectives to cradicate polio, control measles and eliminate
neonatal tetanus are underfunded. In today’s funding cnvironment and with these
competing goals should national immunization programmes be burdened with
adding new vaccines as well?

2. New vaccines are very expensive compated to the “old” EPI vaccines. [s it “worth”
the money?

Workshop discussion

New vaccines are a priority: The World Development Report cleatly states that immuniza-
tion is one of the most cost-effective health interventons available. Bvery country should
have a basic package of immunization for infants. The WDR showed the high cost-effec-
tiveness was not only for the existing vaccines, but also for adding a new vaccine against
the disease of hepartitis B, and for increasing overall delivery level to reach 90% of the
population,
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It was pointed out that WHO/GPV had just developed its strategic plan and the objective
to introduce new ptiotity vaceines mote rapidly was one of its top goals.

The group all agreed that the most important activity to promote the introducton of new
vaceines was increased ADVOCACY. Governments, donots and technical agencies needed
more information presented in a more compelling way to raise the priority of these vac-
cines. The wotkshop recommended that more attenton be given o advocacy and to cost-
effectiveness analysis .

If introducing new vaccines is a priority, which countries should
be supported?

1.  Defining the neediest countries

UNICEF, WHO and an increasing number of governments and donors have adopted a
Vaccine Support Strategy (see annex 1) which separates countries that require continued
financial support from those who are or could be self-reliant. Dividing countties based on
their ability to be self-sufficient allowed these agencies to set sustainability tarpets in ac-
cord with povernment financial strength, develop a menu of support mechanisms tatgeted
at the needs of the country, and coordinate limited donor support to “fill gaps™ rather
than substitute for government ownership.

2. Defining target levels of government financing

Countties comptising band A are assured of continued support for existing and new
vaccines but must finance from 10-25% of their routine need. Countries in band B would
be responsibie for the cost of routine vaccines (80-100%) and would be provided some
level of time limited support for new vaccines. For countties in bands C and D, aid for
routine existing and new vaccines would be phased cut quickly

3. Increasing government financing of routine vaccines—achieving sus-

tainable financing and supply
Using these levels of routine financing as a measure of country sustainability, roughly
25% of countries in band A are now fully or partly meeting their targets, compared to
only 2% of countries in 1990. Roughly 70% of band B countties are currently in the
process of meeting their wargets, compared to 40% in 1990, Roughly 90% of countries in
band € are financing their own vaccine supply vetsus 80% in 1990,

4. Defining priorities for donor support

Most of the financial burden of new vaccines will be the responsibility of the govern-
ments who wish to introduce the vaccines into thelr programmes. However, while coun-
tries in band C and D can access and afford the new vaccines, history has shown that the
poorest countries, countries in band A and to some degree band B, will not be able to
finance the new vaccines. History also shows that donors can not, will not and should not
finance all new vaccines for all countries. Cleatly, donor support should be rargeted at the
highest priorities—the introduction of priotity vaccines for countries with the highest
disease burden, strong immunization programmes, a commitment to their immunization
programme and clear financial need. The following criteria have been set to identify the
countties at highest priority for financial support of a new, priority vaccine:
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financial need (band A and for limited period band B);
disease burden (e.g. for HepB vaccine countries where HBsAG> 5%);
programme strength (e.g. countries where DTP3 coverage >70%);

political will and programme sustainability (countries meeting or in first step of
meeting sustainability financing targets for routine vaccines)

*  Ministry of Health decision to include the vaccine.

Countries meeting these critetia are the highest priotity for support. They have tnade the
financial commitment to routine vaccines, they have the highest disease burden and strong
programmes capable of supporting an additional vaecine.

Wotkshop discussion

The group felt the grid which separates countties into bands based on their ability to be
self sufficlent in vaccine financing is extremely useful. Donots in the wotkshop felt the
gtid would help their otganization as well as other donots to identify and focus on the
priotity countries. They felt that the grid would inctease cootdination between donots
and put spotlights on certain countries. It was felt that the grid should be updated every
two years and regularly diseributed to donors and agencies.

Although there was some discussion about the exact placing of the lines berween bands, i
was decided that the current definition of the graph was adequate. The grid did not need
to be justified any longer and should be considered accepted. It was recommended that
this grid and targeting strategy be an integral part of vaccine financing work.

The group agreed that the criteria outlined to identify priority countries were apptopti-
ate. They agreed that cach criteria would need to be defined for each new vaccine, Fot
example, the criteria of programme strength as defined by DTP3 coverage levels would be
defined diffetently for different vaccines. Vaccines which would increase demand for im-
munization and thereby strengthen the programme should be introduced with low thresh-
old levels of coverage. Vaccines which would burden the delivery structure, but not neces-
satily increase demand, should be introduced only in countries with high coverage levels.

Which vaccines should be supporte:d?

Assuring the availability and use of new and imptoved vaccines capable of preventing
millions of deaths is the uldmate objective. Two vaccines have already been recommended
fot inclusion in national immunization programmes by the World Health Assembly:
hepatids B and vellow fever vaccine. If these two vaccines—"old” products bat the newest
vaccines for national iImmunization programmes-—cannot be introduced, what hope is
there that the world will be able to introduce the next generation of vaccines? These
vaceines are not only important for their ability to prevent millions of deaths, but they
ate the first in line to test the new supply and financing systems being established. If they
cannot be introduced, the CVI call for new vaceines will be perceived as an empty objec-
tive which docs not result in any real health impact. This will damage the credibility of
the immunization community with governments and vaccine manufacturers and hurt
our ability to access and introduce other vaccines down the line. As such, the procure-
ment, financing and introduction of hepatits B and yellow fever vaccines are the immedi-
ate priorities facing the immunization community.

The UNICEF 1996/97 tender has resulted in offers for hepatitis B and yellow fever vac-
cine for bands A and B countries at the best prices to date.
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Workshop discussion

A group is needed to determine vaccine priorities looking ar the full range of existing and
potential vaccines. The immediate priorities, however, are hepatitis B and vellow fever
vaccine,

How should the financing be structured to achieve the objectives
of rapid introduction and sustainable supply of existing and
new vaccines?

The group identified the following objectives for any vaccine financial structure:

*  Sustainable: The financing must be for long term commitment;

*  Consistent with 5 year national plans: The financing should be able o fill the

gaps in the natdonal plan for vaccine supply as the government gradually increases
tts national financing;

* Promote upfront planning: The financing should be dependent on upfront
planning in which the internal and external financing is agreed to by the govern-
ment . This plan should idendfy phase-in of government and phase-out of donors;

*  Asgure timely release of funds: The financing structure should release funds at
agreed times so the vaccine supply is not interrupted. The financing structure may
need to be independent of donot funding cycles;

*  Accountability!!l: The financing sttucrare needs to be transparent, with clear,
agreed criteria for the release of funds;

*  Transparency: The financing seructure should be easily monttored;

s Flexibility: The financing structure should allow both tied and unspecified funds
as there is a trade-off berween donors providing funds because they feel confident
the funds would only be used for a certain purpose, and the need for programming
flexibility. The structure should also be able to tespond to the different donot
structures, tequirements and funding cycles;

*  MNew funds: The financing for new vaccines should be new funds rather than
funds “stolen’ or re-allocated from existing imamunization or health programmes;

*  Minimize ovethead charges: The financing sttucture should minimize any ovethead
ot management charges which would deain money from the purchase of new vaccines.

Ways to Raise Funds

The following ideas were proposed as ways to raise additional funds to support new vac-
cines

= UNICEF, CVI, WHQ and manufacturers should approach donor governments to:
- subsidize prices of vaccine provided to the neediest countries (Le. tax break);
- provide tax breaks on donations of vaccines by manufacturers.

+  Issuance of CVI bonds underwritten by the World Bank.

= (V] sweepstakes to raise funds.
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Advocacy: success stories; illustrations of cost-effectiveness of immunizaton and
cost-benefit atguments should be marshaled to raise the awateness of governments,
donors, health professionals and the population at large.

UNICEF should raise funds through its existing Supplementary Fund structute,

A study of how funds have been professionally raised by other groups should be made.

Financial Structure

Advantages

Disadvantages

Endowments

Self sustaining

Requires large sums of capital fo
rfemain untouched

Bilateral funds

Fits donor structures

Harder to coordinate

Vaccine Fund

Easy to target and coordinateCan

Doner fears about accountability

be mafched fo national plans

Mixture of bilateral and
Vacecing Fund

Flexibility for eountry and donor | Need good coordination

structures and needs

Tiered pricing Makes vaccine “affordable” Requires trust between

manufacturars and public sector

Must be careful doesnt reduce
demand for infant
immunization Must be careful it
doesn't harm tiered pricing
agreements

Cost Recovery/Cross
subsidization in country
(fee for adult, free to
child...)

Allows governments to rajse
funds for infant immunization

Unclear if manufacturers have
experise or comparative
advantage at providing these
services

Sale of "Full" Product
suppott

Way to provide additional support
in epidemiclogy or cold chain
management

Summary of recommendations and conclusions

1. The targeting strategy (grid) grouping countries by ability to finance and ensure
their vaccine supply is accepted and should GUIDE donor suppott for new vac-
cines.

Financing support for countries for specific new vaccines should be priorities based
on the following criteria:

* Priority vaccine/disease

* Financial nced (band A and B)

* Programme impact (DTP3 coverage dependent on burden or demand builder)
* Government commitment (natdonal financing to sustainability target level)

Advocacy is critical for raising the priority of introducing new vaccines. Advocaey
activitics should be a top priority,
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4, The procurement, financing and introduction of hepadtis B and yellow fever
vaccines are the most immediate priorities facing the immunization community.
The wotkshop recommended the establishment of a group to look at the full range
of existing and potential vaccines in order to determine priorities amongst them,
taking into account regional and national epidemiological differences.

5. Services and different forms of support should be provided to enable governments
to take preater responsibility for vaceine financing

* Vaccine Independence Initiative
+ UNICEF procurement services for new vaccines for band A and B countries
* Prioritized support to assure quality and reliability of locally produced vaccine

6. Support should be considered to help developing countries who must directly
purchase new vaccines (band C and D countries} to achieve an affordable price

7. Every country should develop a national strategic plan outlining their vaccine
demand, supply and financing.

8. ‘The epidemiological capacity of countries should be strengthened so that countries
know their disease burden and can determine the cost-effectiveness of introducing
new vaccines.

9, UNICEF should udilize its relation with vaccine manufacturers and its procure-
ment strategies to access new vaccines more quickly and at any affordable price for
ptiority countries in bands A and B.

Participants in workshop on financing new vaccines

Dr Igor Barinsky, Head, Comparative Virology Laboratory, The D. ]. Ivanovsky
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Ms Amie Batson, GPV/VSQ, The World Health Organization, Switzerland.

Dr Thomas More Chaita, Depury Ditector, MCH/FP Department, Ministry of Health
and Child Welfare, Zimbabwe,

Dr Artur Roberto Couto, Managet, Oswaldo Cruz Foundation, Brazil.

Dr Hiroyuki Doi, GPV/V5Q, The World Health Organization, Switzerland.

Dt Celia Puerta Gabriel, Dante Pazzanese Instinate, Brazil.

Dt juan Garza, Coordinator, Academic Adviser, Natdonal Autonomous University of
Mexico,

Dr Francois Gasse, GPV/EPI, The World Health Qrpanization, Switzerland.

Dt José Jesus Trujillo Gueierrez, Chief, Preventive Medicine Division, Mexican Insti-
tute of Social Security, Mexico.

Dr Terrel Hill, Poncipal Adviser, Child Survival, UNICEF, USA.

Dr Mark Kane, GPV/EPI, The World Health Qrganization, Switzerland.

Dt Marta Missae Kimura, Dante Pazzanese Instdrute, Brazil.

D¢ Steve Landry, Childeen’s Vaccine Program, USALD, USA.

Dr Bjotn Melgaard, Chief, EPI, GPV, World Health Organization, Switzerland.

CVIGENIO6.08 &




Dt Marco Antonio El-Corab Monica, Ministry of Health, Brazil,

Dr Mario Santos Moreira, Adviser, Oswalde Cruz Foundation/ Bio-Manguinhos,
Brazil.

Professor William Muraskin, Department of Urban Study, Queens College, CUNY,
USA.

Mr Oni Olawale, VSQ, World Health Regional Office for Affica, Congo.
Mr Lars Pallesen, Executive Director & CEQ, Statens Seruminstitut, Denmark.

Dr Finn Schleimann, Technical Adviser, Ministry of Foreign Affairs, Denmark.

Dt Robert Sloan, Pasteur Mérieux-Connaught Laboratoties Ltd., Canada.

Dr Janine Tagliante-Saracino, Director, National Instirute of Public Hygiene, Ministry
of Health, Céte d’Ivoire,

Dr Rudi Tangermann, EPI, Wotld Health Regional Office for the Western Pacific,
Philippines

Professor Jan van den Ende, Vice-Chair, Board of Directors, South African Vaccine
Producers, South Africa.

Mr Walter Vandersmissen, Ditector, Technology Transfer, SmithKline Beecham
Biologicals 5.A., Belgium.

Dt Mary Young, Senior Public Health Specialist, World Bank, USA.

Dr Mauricio Zuma, Planning, Bio-Manguinhos/Oswaldo Cruz Foundation, Brazil.
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