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SUMMARY

The writer participated at the meeting of the Scientific Advisory Group of Experts (SAGE) at
WHO in Geneva from 9-11 June 1998.

Technical issues relevant to both the Global Program on Vaccines and the Children’s Vaccine
Initiative were discussed at this meeting. The annotated agenda of the meeting appears in
Appendix A; the list of participants is in Appendix B. The list of documents and documents
relevant to the agenda items appear, respectively, in Appendixes C and D.

Recommendations from the meeting appear in Appendix E. Some recommendations of particular
interest to BASICS related to—

- the impact of health reforms on national immunization programs
- integration of vitamin A into immunization programs

- polio eradication

- measles control

- control of neonatal tetanus

- improving the quality of immunization data

- injection safety
- vaccine procurement

- financing for existing and new vaccines

- demand forecasting

As BASICS has contributed at global and country levels in the above subjects, the writer was

able to participate actively in the meeting. The materials generated at the meeting have been
distributed by the writer to relevant BASICS staff and consultants.
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Meeting of the GPV and CVI Scientific Advisory Group of Experts (SAGE)
Salle A, WHO/HQ Geneva, Tuesday to Thursday, 9 - 11 June 1998

ANNOTATED AGENDA

09.00-09.30

09.30-10.15

10.15-10.30

Opening of the meeting

Introduction of the Chair and the Members
Overview by Dr J.W. Lee, Director, GPV

Reports on progress in implementing 1997 SAGE recommendations (457}
presentations from EPI, VRD, VSQ

Discussion on foregoing reports (15° + 30 after the coffee break)

11.00-11.30

11.30-11.45

11.45-12.20

12.20-12.30

Discussion on foregoing reports (307)

Immunization and health systems: Which way forward for EPI?
Dr B. Melgaard (15”)

Discussion and recommendations (357)

What is the quality of EPI data? Mr Anthony Burton (10%)

5

14.00-14.15

14.15-14.30

14.30-14.45

14.45-15.15

What are the critical issues for achieving the polio eradication goal for the year
20007 Dr H. Hull (15%)

Current WHO studies in the development of new methods for quality control
of oral poliomyelitis vaccine and polio diagnosis. Dr Peter Wright (157)

What research is needed for polio eradication and the post-eradication
strategies. Dr Stephen Cochi (15)

Discussion and recommendations (30}



15.15-15.30

B i

Phasing measles control and eliminating activities in the context of the polio
eradication initiative. Dr J.-M. Olivé (15

16.00-16.15

16.15-16.45

16.45-17.00

17.00-17.15

17.15-17.45

Can modelling of measles epidemiology help to define optimal immunization
strategies? Dr Nigel Gay (15°)

Discussion and recommendations (30°)
Can Td replace TT globally? Dr F. Gasse (15%)

Increasing incidence of Pertussis in adults as a result of the limited duration of
vaccine-induced immunity: what can we do about? Dr Marc LaForce (157)

Discussion and recommendations (30%)

09.00-10.00

10.00-10.15

10.15-10.30

Review and adoption of previous day’s recommendations

When should we use typhoid vaccines?
Drs B. Ivanoff and D. Heymann (15%)

Pre-filled monodose injection devices: a safety standard for new vaccines?
Drs J. Lloyd and T. Aguado(15”)

11.00-11.30

11.30-11.45

11.45-12.00

-12.00-12.15

12.15-12.45

Discussion and recommendations (30")

A broad strategy for the safety of all injections
Mr M. Zaffran (15%)

To what extent are vaccine adverse events a deterrent to immunization?
Dr C.J. Clements (15%)

How can GPV assess the scientific basis for alleged adverse effects of
vaccination? Dr P.-H. Lambert (15%)

Discussion and recommendations (30°)

14.00-14.15

14.15-14.30

Procurement: How can we strengthen and implement a changed role for
WHO in vaccine procurement? Mr P. Evans (15°)

Financing: What are our options? DrH. J. Choi (15°)



14.30-15.00  Discussion and recommendations (307)

15.00-15.15  Demand forecasting: What are the models we can use to forecast aggregate
demand for vaccine manufacturing? Dr M. Kawano (157)

15.15-1530  New vaccines: With the increase of developing country research groups and
manufacturers, how can we be sure that WHO quality standards are reached?

Dr J. Milstien (15%)

16.00-16.30  Discussion and recommendations (30%)

What actions will accelerate the introduction of new vaccines

09.00-09.20  Accelerating the introduction of new vaccines. Brief presentations on:
o Lessons learned from HB, Hib, yellow fever and other ‘new’ vaccines,
including combinations.
e Models for considering new vaccine introduction
How can quantitative assessments help policy choices?
In what countries should we consider ‘new’ vaccine introduction?
(20°)

09.20-10.30  Discussion: What actions will accelerate ‘new’ vaccine introduction most
effectively? (70%)

10.50-11.45  Continuation of above discussion (55°)

11.45-12.45  What actions are most needed to implement the CVI Strategic Plan? (60°)

Public-Private sector collaboration

14.00-15.00  In what areas is public-private sector collaboration most needed from the
public sector perspective - research, orphan vaccines, industrial development,
licensing, policy formulation, marketing, tendering, pricing or advocacy? (60°)

15.20-16.20  Review and adoption of previous day’s recommendations (607)

16.20-17.00  Review of today’s recommendations, and final summing up (40°)

17.00 Close of the meeting
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PROVISIONAL LIST OF PARTICIPANTS

MEMBERS

Dr Mohammed Suleiman Ali Jaffer
Director General of Health Affairs
Ministry of Health

P.O. Box 393

113 Muscat

Oman

Dr Isao Arita

Chairman

Agency for Cooperation in Intemmationai Health (ACIH}
4-11-1 Higashi-machi

Kumamoto-Shi

Japan 862-0901

Dr Claire V. Broome

Deputy Director

Centers for Disease Control and Prevention (CDC)
1600 Clifton Road, NE

Mailstop D-14

Atlanta, GA-30333

USA

Dr J. Peter Figueroa
Chief Medical Officer
Ministry of Health

Old Oceana Hotel Complex
2-4 King Street

Kingston

Jamaica

Dr William H. Foege
Distinguished Professor
Department of International Health
Rollins School of Public Health
Emory University

1518 Clifton Road (7 Floor)
Atlanta, GA 30322

USA

Professor Jan Holmgren

University of Géteborg

Department of Medical Microbiology and Immunology
Guldhedsgatan 10

SE-41654 Géteborg

Sweden

Tel: 963 705 943 968 600 808
Fax: 968 696 099

Tel: 81 96 367 88 99
Fax: 81 96367 90 01
Email: acih@msa.biglobe.ne jp

Tel: 1404639 7005
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Email: cvbl@cdc.gov

Tel: 1 876967 1628
Fax: [ 876 967 1324
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Dr (Mrs) Wimal S. Jayakuru
EPI Manager

Epidemioiogical Unit
Ministry of Health

231, de Saram Place

Colombo 10

Sri Lanka

Dr John R. La Montagne

Director, DMID

NIAID

National Institutes of Health

31 Center Drive, Bidg 31, Room 7A03
Bethesda, MD 21892

USA

Mrs Veronica Li-Frankenstein
Director

Supply Division, UNICEF
UNICEF Plads, Freeport

2100 Copenhagen ¢

Denmark

Dr Jacques-Frangois Martin

Chief Executive Officer & Directenr Général
Biocine S.A.R.L.

36, quai Fulchiron

65005 Lyon

France

Dr K. Msambichaka

EPI Programme Manager

Ministry of Health

Mabibo Vaccine Institute (DANIDA)
P.O. Box 9083

Dar es Salaam

United Republic of Tanzania

Professor Francis K. Nkrumah

Director

Noguchi Memorial Institute for Medical Research
NMIMR

University of Ghana

PO Box 25

Legon

Ghana

Sir Gustav J.V. Nossal
Professor Emeritus
Department of Pathology
The University of Melbourne
Parkville

Victoria 3052

Australia

Dr Jaime Sepulveda
-Director General

National Institute of Public Heaith
Av, Universidad No. 655

Col . Santa Maria Ahucatitlan
C.P. 62508 Cuernavaca

Morelos, Mexico

UNABLE TO ATTEND

Tel: 941695112 Priv: 94-1-50.11.10

Fax: 94 1696583
Email: epidunit@srilanka.net

Tel: 1301496 9677
Fax: [ 301496 4409
Email: jmq79@nih.gov

Tel: 45 35273527
Fax: 45 35 269421
Email: vli-frankenstein@unicef.dk

Tel: 33478426371
Fax: 33478423424
Email : biocine@aol.com

Tel: 255 52 440404
Fax: 255 5! 450089
Email :

UNABLE TO ATTEND

Tel: 23321 500374
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Email: Noguchi@gha. healthnet.org
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Fax: 61 39347 5242

Tel: 32 73 175734 52 73 112097
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Dr Jigme Singay

Director, Division of Health Services
Ministry of Health & Education
Royal Government of Bhutan
Thimpu

Bhutan

Dr Shudo Yamazaki

Director-General

National Institute of Infectious Diseases
1-23-1 Toyama Shinjuku-ku

Tokyo 162

Japan

SPECIAL ADVISERS

Dr Elaine C. Esber

Associate Director for Medical & International Affairs
Center for Biologics Evaluation & Research

HFM-30, Room 2005

Food and Drug Administration

1401 Rockvilie Pike

Rockville, MD 20852-1448

USA

Dr Walter Orenstein

Director

National Immunization Program

Centers for Disease Control and Prevention
Mailstop E-05

1600 Clifton Road NE

Atlanta, Georgia 30333

USA

Dr David M. Salisbury
Principal Medical Officer
Department of Health

Rm 707, Wellington House
133.155 Waterloo Road
London SEI 8UG

United Kingdom

Dr Geoffrey Schild

Director

Nationai Institute for Biological Standards and Control
(NIBSC)

Blanche Lane

South Mimms, Potters Bar

Herts EN6 3QG

United Kingdom

Professor Pieter Streefland

Research Project on Social Science and Immunization
Koninklijk Instituut voor de Tropen

(Institute of Tropical Medicine)

Mauritskade 63

NL-1092 AD Amsterdam

Netherlands

Tel: 9752 22351
Fax: 9752 23527/24649

Tel: 8135285 1111 x.2000
Fax: 8135285 1193
Email: yamazaki@nih.gojp

Tel: 13018270641 13018270643
Fax: 1301 827 0644
Email: esber@al.cher fda.gov

UNABLE TO ATTEND

Tel: 1404 639 8200
Fax: 1404 639 8626
Email: waol@cdc.gov

Tel: 44171 972 4488
Fax: 44 171 972 4468
Email:

Tel: 44-1707 646846
Foax: 44-1707 646854
Email: gschild@nibsc.ac.uk

Tel: 31205688226
Fax: 312056884 44
Email: PIETERS@mail.support.me
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REGIONAL OFFICE STAFF

Dr Deo Nshimirimana

WHO Regional Qffice for Africa (AFRO)
EPI Inter-country Officer for Central Africa
C/o The WHO Representative

Boite postale 155

Yaoundé

Cameroon

Dr Ciro de Quadros

Special Adviser to the D-G at WHO, and Director,
Special Programme on Vaccines & Immunization (SVI)
‘WHO Regional Office for the Americas/

Pan American Health Organisation (AMRO/PAHO)
525, 23rd Street, N'W.

Washington, D.C. 20037

USA :

Dr Mohamed Taky Gaafar

Regional Adviser, VPI

WHO Regional Office for the Eastern Mediterranean
(EMRO)

P.O.Box 1517

Alexandria 21511

Egypt

Dr Colette Roure

Regional Adviser, EPI

WHO Regional Office for Europe (EURQ)
8, Scherfigsvej

2100 Copenhagen

Denmark

Dr Imam Mochny

Regional Adviser, EPI

WHO Regional Office for South-East Asia (SEARQ)
World Health House, Indraprastha Estate

Mahatma Gandhi Road

New Delhi 110 002

India
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EPI

WHO Regional Office for the Western Pacific (WPRQ)
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Tel: 20 34833285
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Tel 91113317804
Fax:91113327972
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Tel: 632522996/
Fax: 6326211036
Email : EmirogluN@who.org.ph
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Box No. 146

Cairo 11516

Egypt
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EXTERNAL PRESENTERS
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Acting Deputy Director

Vaccine Preventable Disease Eradication Division
Centers for Disease Control and Prevention
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USA
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Dr Marc LaForce

The Genesee Hospital
Deparment of Medicine
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Division of Infectious Diseases
Vanderbilt Medical Center
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Tel: 17162632236
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Email : marc.laforce@viahealth.org

Tel: 16153222250
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Tel: 47 55 97 46 50
Fax: 4735974979
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Associate Director, Health Services
The Rockefeller Foundation

420 Fifth Avenue

New York, NY 10018-2702

USA

Dr Ciro de Quadros
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USA
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United Nations Development Programme
Division of Global and Interregional Projects
1, United Nations Plaza

New York, NY 10017

UsA

Dr Armin Fidler

Health Specialist

The World Bank
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USA '
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USA
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Fax: 1212824 64 60
Email: ssakai@uniceforg

/1



i‘-“{
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Dr Philippe I. Stoeckel

Directeur Général
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Deputy Director
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DOCUMENTS RELEVANT TO AGENDA ITEMS

o e e et Documents
Tuesday, 9 June. 090021745,

09.00-09.30

Opening of the meeting Annotated Agenda

Introduction of the Chair and the Members
Overview by Dr J.W. Lee, Director, GPV

List of Participants
List of Documents

Documents relevant to Agenda Items

09.30-10.15
Reports on progress in implementing 1997 SAGE
recommendations - presentations from EPI, VRD, VSQ

Reports from EPI, VRD, VSQ

11.30-11.45
Immunization and heaith systems: Which way forward
for EPI? Dr B. Melgaard

GPV-CVI/SAGE.98/WP.13

12.20-12.30 .
What is the quality of EPI data? Mr Anthony Burton

GPV-CVI/SAGE 98/WP.01

14.00-14.15 :
What are the critical issues for achieving the polio
eradication goal for the year 20007 Dr H. Hull

Background document

Polio Eradication - Status Report 1998
and critical issues for achieving the
Year 2000 target

14.15-14.30

Current WHO studies in the development of new
methods for quality control of oral poliomyelitis vaccine
and polio diagnosis. Dr Peter Wright

GPV-CVI/SAGE.98/WP.02

14.30-14.45
What research is needed for polio eradication and the
post-eradication strategies. Dr Stephen Cochi

Background document

Draft conclusions of the working group of

the meeting on the scientific basis for
stopping immunization against
poliomyelitis

15.15-15.30
Phasing measles control and eliminating activities in the
context of the polio eradication initiative, Dr J.-M. Olivé

GPV-CVI/SAGE.98/WP.03

16.00-16.15
Can modelling of measles epidemiology help to define
optimal immunization strategies? Dr Nigel Gay

(paper may be available at meeting)
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16.45-17.00
Can Td replace TT globally? Dr F. Gasse

GPV-CVI/SAGE.98/WP.04

17.00-17.15

Increasing incidence of Pertussis in aduits as a result of
the limited duration of vaccine-induced immunity: what
can we do about? Dr Marc LaForce

Background document

Increasing incidence of pertussis in adults:

what are the issues and what could be
done about it?
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09.00-10.00
Review and adoption of previous day’s
recommendations

Recommendations from Tuesday 9 June

10.00-10.15
When should we use typhoid vaccines?
Drs B. Ivanoff and D. Heymann

GPV-CVI/SAGE.98/WP.05

10.15-10.30
Pre-filled monodose injection devices: a safety standard
for new vaccines? Drs J. Lloyd and T. Aeuado

GPV-CVI/SAGE.98/WP.06

11.30-11.45
A broad strategy for the safety of all injections
Mr M. Zaffran

GPV-CVI/SAGE.98/WP.07

11.45-12.00
To what extent are vaccine adverse events a deterrent to
immunization? Dr C.J. Clements

GPV-CVI/SAGE.98/WP.08

12.00-12.15
How can GPV assess the scientific basis for alleged

adverse effects of vaccination? Dr P.-H. Lambert

14.00-14.15 .
Procurement: How can we strengthen and implement 2

changed role for WHO in vaccine procurement?
Mr P. Evans

GPV-CVI/SAGE.98/WP.09

14,15-14.30
Financing: What are our options? Dr H. J. Choi

GPV-CVI/SAGE.98/WP.10

15.00-15.15
Demand forecasting: What are the models we can use
to forecast aggregate demand for vaccine

manufacturing? Dr M. Kawano

GPV-CVI/SAGE.98/WP.11
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15,15-15.30

New vaccines: With the increase of developing country
research groups and manufacturers, how can we be sure
that WHO quality standards are reached? Dr J. Milstien

GPV-CVI/SAGE.S8/WP.12
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09.00-09.20
What actions will accelerate the introduction of new
vaccines

GPV-CVI/SAGE.98/WP.14

11.45-12.45
What actions are most needed to implement the CVI
Strategic Plan?

CVI/GEN/97.04

The CVI Strategic Plan “Managing
Opportunity nd Change: A Vision of
Vaccination for the 21* Century”

14.00-15.00

CVI/GEN/98.01 Bellagio Report

Public-Private sector collaboration

Review of today’s recommendations,
and final summing up

15.20-16.20
Review and adoption of previous day ] Recommendations from Wednesday
recommendations 10 June

' 16.20-17.00
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SAGE RECOMMENDATIONS 1998

In order of agenda item oresentations

Monday. ¢ June

Health reform

Health reform has implications for immunization programmes in many
countries. SAGE discussed the need to ensure that key essential functions of
immunization systems be maintained at the central level: Functions such as
policy setting, programme management procurement of vaccine and
equipment, quality contro! and international coordination were clearly identified.
In addition, surveillance needs close coordination between the central and
peripherai levels. it was also pointed out that immunization coverage and
surveillance indicators provide valuable core health sector indicators
throughout the MSR process. GPV should closely work with agencies and
governments implementing such reforms to ensure that these indicators are
considered.

Participants pointed to a number of concerns whereby provision of
immunization could be jeopardized by the HSR process. PAHO experience with
HSR has shown that decentralization lead to a deterioration of the quality of
polio surveillance indicators. Hence, when services are decentralized, attention
shouid be paid to the preservation of immunization data that could be lost in the
integration of information systems.

The need to identify new heaith/immunization financing mechanisms was
pointed out as one of the main areas to be addressed since it is often
intrinsically related to the drive for heaith sector reforms in devolving finances
to peripheral levels where they become vulnerable to competing demands.

* SAGE recognizes the importance to immunization programmes of the
current move towards health reform in many countries. As countries
undertake such reforms, the risk from decentralization of immunization
services take on a special importance.

¢ SAGE strongly recommends that certain elements of immunization
programmes especially policy making, programme management, quality
control, regulatory activities, surveillance and national monitoring should
remain under central level authorities.

» SAGE notes with concern that immunization services may not receive
adequate funding by local authorities when there are competing demands
for the same resources. SAGE urges countries to consider carefully
aspects of immunization programmes that can be decentralized and will
strengthen local services, as well as those elements that should be retained
at central level.
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» SAGE recommends that coverage and surveiilance indicators are used to
monitor the impact of decentralization and health reform on delivery of
immunization services.

Vitamin A

SAGE strongly supports the initiative to administer vitamin A with
Immunizations delivered after 6 months of age in areas where vitamin A
deficiency is a significant public health probiem. This is recognized as a major
opportunity for improving child survival. The vitamin A supplements should be
given eif;tﬁr'to the mother at any immunization contacts up to 6 weeks post-
partum or to the child from 9 menths onward at measles vaccine contact and at
any special campaigns. SAGE recommends:

» the development of a joint GPV/NUT plan to evaluate the impact of this
strategy on heaith status.

. research 6n efficacy and safety of this strategy using other EP1 antigens, at
ages younger than the scope of the current WHO gu1dellnes and, as
appropriaté, at o}her doses of vitamin A. .- d

Influenza in Hong Kong

SAGE recognized the importance of the cases and deathe occurring between
May and December 1997 in Hong Kong from influenza (HSN1), a strain
previously only found in birds. SAGE recommends to WHO:

+ Increased surveillance for avian forms of influenza virus.
GPV/EMC should provide a briefing paper of the world status of the virus
and the potential for vaccine production at the next SAGE meeting.

+ International callaboration to develop a vaccine against this strain.

Yellow fever

SAGE notes with concern the continued high number of outbreaks due ta
yellow fever that remains a disease with high mortality for which there is no
specific treatment. The vaccine is safe, highly effective, provides long-lasting
protection after a single dose, and is available to developing countries for only
US$ 0.17 per dose. The vaccine has been recommended by WHO for
inclusion in national immunization programmes of at risk countries since 1991.
SAGE is pleased t note that, faced with the spread of Aedes aegypti mosquito
vector in the Americas, all at risk countries in the Americas added yellow fever
vaccine to their EP! during the past year. SAGE notes with concern that in
Africa, progress has been very slow in introducing yellow fever vaccine. SAGE
strongly recommends:



» For those countries at risk of yeilow fever in Africa, accelerated efforts are
required to incluce the vaccine in natiortal programmes. to improve disease
surveiilance. and to provide a rapid response to outbreaks.

Improving the quality of immunization data

AP SUTL ORI
There is a need to improve the quality of reported immunization data, since it is
being used increasingly for major decision-making, including national and
international désisienqnakmg. SAGE also discussed the increasing importance
of monitoring reliable immunization data at the district level in countries

undergeing health reform

SAGE recommends that:

* GPV increases efforts and resources into improving the quality of nationat
immunization data (and validating these data) in the context of
strenghthening the national health information systems,

Polio
POLIO ERADICATION - CONCLUSION

The SAGE notes the dramatic progress towards global polic eradication by the
year 2000, recognizing that in the decade since the initiative was launched
there has been a 90% decline in reported cases worldwide, with the virus now
being restricted to sub-Saharan Africa and south Asia. This achievement is
especially remarkable given that there has been a chronic shertfall in the
human and financial resources needed for this task.

Because of the extraordinary benefits that the successfui conclusion of this
eradication initiative holds for the giobal community the SAGE strongly urges
that WHO markedly accelerate polio eradication activities to meet the year
2000 goal. A failure of this eradication initiative, due solely to insufficient
leadership or resources, would have profound implications for other disease
control initiatives and public healith programmes in general.

POLIO ERADICATION - RECOMMENDATIONS

- 1. The SAGE recommends that as a matter of urgency, the Director-General of

WHO call upon the appropriate international leadership to define specific
mechanisms for ensuring that the commitment which has already been
declared for the goat of poiio eradication by the year 2000 is transiated into
reality. As this goal is only feasible if the necessary funding is rapidly secured,
the Director-General should ensure that the immediate and long-term
resources are identified by late 1998 and that those funds are made availabie
to the programme in a timely manner.

2. While continuing NIDs in all endemic countries, GPV should rapidly expand
the intensity of eradication activities in the global priority areas. Particular
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emphasis should be given to impiementing extra NID rounds and widespread
mopping-up in the global reservoirs. posting additional country levei staff to
accelerate AFP surveillance, and fully implementing the strategies in areas
affected by conilict.

3. Because of the need for open discussion of the successes and constraints
facing the initiative in its final stages, the SAGE recommends that an annual
report on progress towards giobal polio eradication be made to the World
Health.

Measles
¢ Considering the high burden of measles disease still observed in some |
countries and recognising that high routine coverage among infants \

continues to be one of the cornerstones of any measles control programme;?
the SAGE encourages all countries in the measies control phase to h
evaluate the reasons for low coverage and, to identify effective actions to
improve meastes routine immunization coverage. In polio endemic countries

or countries with focal poliavirus transmission, acceleration of measies

control aiming at meastes mortality reduction should be the priority rather

than setting a national measles elimination goal. Campaigns should be
implemented to reach ail children aged 9 months to 3-5 years in urban and
peri-urban areas and other high-risk areas. In addition, these countries \
should provide Vitamin A during any supplemental vaccination activity and -
ensure adequate case management, as effective ways to obtain further \
reduction in mortality. Provisions to ensure injection safety should be part of l
the planning process as per UNICEF/WHQ recommendations.

o A well-defined surveillance compeonent with identification of the required
resources far at least 2 years and indicators for impact evaiuation should be
part of any proposal to conduct supplemental measles immunization
activities aiming at measles control/elimination.

« Continued measies transmission in some industrialised countries have call
the attention of the SAGE on the need to encourage Japan and countries in
Europe to accelerate efforts to interrupt measles virus transmission. A
measles elimination plan for the European Region has been prepared and it
is important that high level pofitical support is obtained from the Regional
Office and all member countries to ensure it's proper implementation.

« There is a need to continue to develop simpler, more accessible methods
for estimating measies susceptibility profile to assist countries in identifying
the appropriate target age groups and the required frequency of the
supplemental immunization activities aiming at measles elimination.
WHO/GPV should co-ordinate research studies to evaluate the potentiai
role in measles transmission of an increasing proportion of susceptible
adults. This is in light of the current measles elimination goals set in some
regions and the fact that in recent measles epidemics nearly half of the
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cases reported occurred among young adults. Similarly, WHO/GPV shouid
co-ordinate the evaluation of recently developed test for measies diagnosis
and establish their potential for introduction in the field as an additionai tool
to monitor susceptibility and measles virus transmission.

Td

Elimination of neonatal tetanus remains a priority for GPV. During recent
outbreaks of diphtheria in the former USSR and in some developing countries,
cases have been documented in alder ages. This reflects a change in the
epidemioclogy of diphtheria, partly due to high coverage with DTP. The reduced
immunity in adults needs new strategies to counter this trend. School-based
programmes for administering booster doses of tetanus toxoid are required to
cover the gaps in immunity against tetanus created by the respective strategies
of primary immunization with three doses of DTP during infancy and TT to
women of child-bearing age. Replacing TT by Td for both these strategies
provides a programmatic answer to both problems, especially in light of
documented high school attendance in key countries. Additional programmatic

" advantages include the safety of Td in ail age groups inctuding pregnant

.”\C"\M [

women. SAGE therefore recommends:

e TT shouid be replaced by Td in a phased manner. As first priority, TT
shouid be replaced in ail countries that have DTP-3 coverage of 70% or
more for at least 5 years. Where school-based boosters are given,
evaluation of the use of Td to replace the initial boosters of DT shouid be
considered,

» WHO should provide assistance, as needed, to countries as they switch
production to, or increase production of Td.

» The need for two DTP boasters should be reviewed in light of the proposed
school-based Td strategy and the local epldemlology of pertussis. There
ﬁlou[d be consultation wuth1ndustry and regulatoty bodzes before fifiat”

emmme;wdatlons are made. s

e As with all changes in immunization strategy, there should be consultation
with vaccine manufacturers and regulatory badies to ensure supply capacity
and vaccine efficacy using the revised strategy.

Pertussis

- Further prospective population-based studies are needed to measure the
prevatense and clinical characteristics of pertussis in adolescents and
adults, so that the disease burden in this age group can be defined.

A diagnostic test that can serve as an unambiguous serclogic marker of
recent infection with 8. pertussis is needed.

Further studies are needed to examine to duration of protection after
immunization with acellular pertussis vaccine.

Although a WHOQ pertussis case definition is available for or research
studies, there is need for WHO to devetop and promote a standard pertussis
case definition for routine surveillance.
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Wednesdav. 10 June 1528 N

Vaccination against typhoid fever - .

[n view of the high disease burden attributed to Salmonelia typhi (around 600
000 deaths/year), the growing problem posed by multi-drug antibiatic
resistance and the availability of two effective vaccines (injectable Vi and oral
Ty21a), the SAGE strongly recommends that vaccination against typhoeid fever
is encouraged in school-age children, using currently existing vaccines, in
countries where this disease constitutes an important health problem.
Opportunities should be sought to give this vaccine at the time of Td boosting
in this age group.

Injection safety and vaccine delivery

1. SAGE notes with great concern that the reuse of standard disposable
syringes and needles, a practice reported and documented in ail regions of
the world, puts recipients of aii types of injections at risk of infection by
bloodborne pathogens.
¢ As afirst step, SAGE recommends that GPV continues to review and

analyse existing data on Lm_sja‘fe injection practices and solicits broad
scientific review. .

1. SAGE commends the initiatives of the EP| towards safer injections. In
particular, it notes with great satisfaction the collaboration that has taken
place ameng WHO divisions (GPV, DAP, EMC and HRB) to draft a strategy
for the safety of all injections.
¢ Sage strongly recommends that further efforts be made to finalise this

plan and gather broad support from all partners including industry.

1. While commending the successful implementation of the WHO/UNICEF
“bundling strategy” in which auto-destruct syringes, safety boxes and good
quality vaccines are procured together in the context of mass immunization
campaigns, SAGE urges that further efforts are required to move towards
the safer administration of vaccines.
¢ As afirstimmediate step, SAGE recommends that all donors supporting
immunization programmes discontinue the purchase of standard
disposable syringes/needlies that are not autodestruct and ensure that
the funds they provide to support immunization programmes are not
used by countries for the purchase of standard disposables

¢ SAGE also recommends that GPV and its partners collaborate to
facilitate technology transfer for the local production of AD syringes

1. SAGE endorses the long-term strategy to plan and promote development, in
close collaboration with industry, (a) a safer, simpler delivery system for
new vaccines based on mono-dose, pre-filled injection devices and (b)
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formuiations with increased thermo-stabiiity and their corresponding

delivery systems. - :

¢ As afirst step, SAGE recommends that the costs of the proposed
delivery system and the benefiis on safety, quality and performance of
immunization services be elaborated and presented to the next SAGE
meeting.

¢ In parallel, efforts to obtain proof of principle data on methodology to
stabilize vaccine and its administration should be expedited.

Adverse events and effects of vaccination

In view of the increasing allegations of adverse events foilowing immunization
(AEFIs) which are disrupting coverage and undermining confidence in vaccines
and services, the SAGE strongly recommends GPV/CVI to undertake the
following:

Advocate an appropriate worth to vaccines.
Continue training for health care staff so that AEFls can be minimized and
responded to appropriately.

» Establish a surveillance system capable of monitoring and providing up to
date information in all countries.

¢ When feasible, identify and assess potential risks of delayed immunologicat
or oncogenic effects at pre-clinical stages, monitor late side effects during
clinical trials and establish rigorous post-licensure {phase 4 trials)
surveillance.

+ Develop international consensus of relative risks involving all the major
players under WHO leadership. _

» Establish a GPV network of collaborating scientists and laboratories able to
provide appropriate and rapid scientific respanses.

» Use social science investigation to provide understanding of behavior and
triggers for action by parents 'seeking immunization.

— - - L
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Vaccine procurement

Encouraged that many countries are becoming self-sufficient in vaccine supply
through procurement, SAGE commended the work being done in helping
countries purchase vaccines. However it was acknowledged that there are risks
to national programmes if countries purchase vaccines without due regard to
their special nature, without the full involvement of the EPI to define pregramme
needs or without the involvement of an NCA with vaccine regulatory skills to
approve national acceptability. There is a need to increase the availability of
procurement training and procurement assistance for countries and agents
purchasing vaccines directly.



In addition to offering extra technical suppon tc countries and agents
purchasing vaccines, it was recognised that'there are areas in which WHO
could provide increased support. Changes snould be made within WHQ in
order to improve services ofiered to UNICEF. other agencies and countries. Of
particular concern was the zbility of VSQ to be able to make assessment of -
new companies and new vaccines in preparation for the expanding use of
additicnal vaccines.

It was cbserved that the separation of BLG and the Expert Committee from the
operational aspects of assessments by VSQ was appropriate. Ways to make
the process of assessment by closer co-operation with competent NCA's
should be continually sought.

SAGE noted with satisfaction the strong re-commitment from UNICEF to
purchase and introduce new vaccines.

Recommendations

t. The NCA and EPI shall in aif cases be involved in the standard setting in the
procurement of vaccines. Countries not yet having an NCA should be
encouraged to seek assistance from WHO/UNICEF. WHO/UNICEF wilt offer to
support all developing countries in accordance with their needs.

2. The WHO procurement system should improve its existing services. The
quality assurance assessment system needs to follow one standard and be
expanded to include the assessment of traditional vaccines, which are only now
being introduced into the routine immunization programmes, e.g. MM.R ; as
well as the assessment of new vaccines and combinations and to make these
services more available to agents and countries. For this purpose extra funding
is required. The additional funding required should be obtained from WHO
regular budget and from all the purchasing agencies that make use of the
system. )

3. The procedure in place at WHO for evaluation of newly licensed vaccines for
purchase by UN agencies should be reviewed. SAGE recommends that GPV
convene a working group for this purpose.

Financing for existing and new vaccines

Financing for new vaccines and the sustainability of financing for existing
vaccines are among the most critical issues facing immunization programmes.
Despite the fact that immunization is the most cost-effective heaith intervention
available today, the SAGE notes substantial weaknesses in the giobali
infrastructure to finance both the supply of existing vaccines and the
introduction of new vaccines, particularly in low income countries. These
shortcoming represent a threat to further progress towards bringing the benefits
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of vaccines to the world's children. Therefore the SAGE strongly recommends
that: -

~ Country-specific approacnes be developed. This includes:

» The elaboration of nationat vaccine supply plans. WHO should give
support to these by collecting, analyzing, disseminating information and
proposing financing options and guidelines.

» Afocus of resources to the countries of greatest need (Bands A and B).

WHO examine and address the financing needs of the present and the
future through collaborative efforts with UNICEF and all involved partners
including the private sector.

A\Y4
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Development banks become more committed to and involved in the
development of sustainable financing for vaccines. WHO is urged to
-engage these organizations and to provide them, other partners, and
countries with the necessary technical assistance and global coordination to
ensure the effective elaboration and implementation of vaccine financing
mechanisms at the country level.

> Other mechanisms, such as trust funds, be considered as well. One
approach which may be facilitated by health care reform is diverting curative
care financing for preventive approaches such as vaccines.

Demand forecasting

Demand forecasting for vaccines is needed in four situations: for routine use,
for outbreak response immunization, for accelerated immunization activities,
and for new vaccine introduction. National capacity to plan for vaccine supply is
especially important. The development of methods to respond to the needs of
countries experiencing economic crises should also be considered. For the
latter three situations, global coordination of demand with manufacturing
capacity is critical. The SAGE notes the activities of GPV to strengthen demand
forecasting capacity in countries, and the models proposed to develop
estimates of demand. The following recommendations are proposed:

» GPV should strengthen the function of coordinating global demand with
global production capacity for accelerated immunization activities, outbreak
response, and the introduction of new vaccines.

Given the importance of including a time dimension in demand forecasting
for the introduction of new vaccines, the SAGE recommends the
continuation of efforts in collaboration with partners to address this through
the development of explicit modeling techniques and the verification of such
models against actual data.
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Quaiity for vaccine development

The SAGE notes the need for an intensification of WHO activities in relation to
the quality control, standardization, and clinical evaluation of new vaccines,
particularly in relation to countries lacking regulatory expertise. However, the
SAGE feels that accreditation of national regulatory authorities is a subject of
such importance that it merits more internal discussions within WHO which may
lead to a decision to bring it before the World Health Assembly. Furthermore,
the SAGE is aware that the work of GPV on improvement of vaccine quality
could not continue without close collaboration with the Biologicals Unit and the
Expert Committee on Biological Standardization, which develops guidelines
and advice for Nationat Control Authoerities, and of the need for these
guidelines to reflect current scientific advances.

The SAGE makes the following recommendations:

» To provide guidance to investigators, manufacturers and international
agencies in the development of products for WHOQ-sponsaored clinical trials,
the SAGE recommends elaboration of guidelines on criteria for
manufacture, quaiity controi, and standardization of novel vaccines
appropriate to their enroliment for clinical evaluation to supplement already
existing guidelines covering other aspects of the vaccine development
process. This activity should proceed with input from all appropriate groups
within WHO, inciuding VSQ and the Biologicals Unit, using a consuitative
process which seeks input from knowledgeable experts. The guidelines,
which should be advisory rather than restrictive, should then be submitted
to the Expert Committee on Biclogical Standardization for review.

» The SAGE recognizes the need for an approach to identify those countries
whose national regulatory authorities have the capacity to oversee the
vaccine development process, and recommends that GPV consider steps to
implement such an activity.

» Because the current situation with the production of brain-derived vaccines,
especially rabies vaccine, in many countries highlights some of the
problems of vaccine development, the SAGE recommends that GPV, in
collaboration with appropriate units within WHO, prepare for the next
meeting a briefing paper on the global situation with respect to rabies
vaccines.

Financing existing and new vaccines
Dr Stephen Cochi

Despite the fact that immunization is the most cost-effective health intervention
available today, the SAGE notes substantial weaknesses in the global
infrastructure to finance both the supply of existing vaccines and the
introduction of new vaccines, particularly in low income countries. These
shortcomings represent a threat to further progress toward bringing the benefits
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of vaccines to the world's children. Therefore, the SAGE strongly urges the
following actions: -

1. A clear statement from the SAGE to the World Bank and regional
development banks that the flabal immunization community requires that these
development organizations take a more active ieadership role in financing the
establishment of sustainable national vaccine funding schemes for countries in
need.

2. That WHO (and UNICEF) provide the necessary technical assistance
and globai coordination to both the development banks and the host countries
to ensure effective implementation of vaccine financing mechanisms at the
country level.

Thursday, 11 June

CVI recommendations
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DRAFT 2: RECOMMENDATIONS FROM THURSDAY MORNING, 11 JUNE 1998

1. It was agreed that the time lag between the development of a new vaccine and its
introduction and widespread use should be progressively reduced. In addition, the
disparity in the timing of introduction of new vaccines in relation to both the
developed and developing world, and the private and public sectors, is unacceptable.
The message of SAGE must be clear but simple: the poorest countries must have the
same access to the same traditional and new vaccines as the richest, and that there
should be a single quality standard for vaccines across the world. There is a good
medical case for this, a good economic case, and a case for “the force of reason, not

the reason of force™.

WHO/GPV and CVI should use their best endeavours to reduce this delay. Further, in
planning the scale of production of new vaccines, it is important that more precise
information is available concerning demand, particularly requirements in developing
countries. The processes of vaccine production and the development of clear data on

needs must therefore run in parallel to speed up production.

2. Combined vaccines are likely in the future to have a much wider role in
immunization, and decisions and strategies to extend vaccine use need to reflect this.
In considerations of procurement and supply, options for resourcing vaccines can be
constrained by the desirability of purchasing appropriate combinations. This must be

taken into account when looking at vaccine supply strategies and advocacy efforts.

3. SAGE members were unanimous in their views on the urgency of additional
resources to complete the eradication of polio and for the introduction of new
vaccines. However, it was emphasized that progress towards extending vaccination in
developing countries, as well as introducing “new” vaccines, would also depend on
the reallocation of resources in the face of evolving priorities. The cost-effectiveness
and health economics benefits of vaccination must be strongly advocated when

making a case for resources.
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4. Inorder to avoid duplication of effort and to help secure satisfactory outcomes, WHO

and CVI should use their unique roles to assist in the dialogue between vaccine
manufacturers and developing country customers to ensure that potential sources of
supply and more optimally linked to needs and issues of affordability. Joint ventures
and partnerships between the manufacturing industry, international organizations and
national immunization programmes could also address important issues such as

quality control and the transfer of technology.

should not overlap 'with that of public health or immunization programme experts.

SAGE members considered that we have been too modest in discussion on the true
value of vaccines. There was therefore a call for a more proactive, detailed and
realistic assessment of future financial requirements if opportunities for expanded use
of existing vaccines and the introduction of new vaccines are to be successfully

exploited. The enormous progress made to date should be recognized and promoted

'in more dynamic advocacy efforts for resource mobilization; moreover, the cost-

effectiveness of vaccines is undeniable, and perhaps the most successful health
intervention available. “The dimension of resources available should match the

vision; the vision should not be reduced to match the resources.”

It was noted that in some poorer countries, governments were increasing their
contribution to the production of their vaccination programmes and that this was a
significant motivating factor. However, the impact of the additional costs associated
with the introduction of new vaccines would reduce the perceived contribution of
governments, thereby reducing their motivation. Special attention must be given to
this critical aspect in the Vaccine Independence Initiative in the introduction of new

vaccines. Specifically, measures must be taken so that governments are rewarded,
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rather than penalised, for achieving good immunization coverage levels, when
looking at the allocation of resources. However, it was important to bear in mind the
need for a complete, unfragmented vaccine infrastructure in a country, from both the
procurement, delivery and financing perspectives, when looking at a country’s seif-
sufficiency targets. In this respect, a renewed approach may be needed to avoid
countries, and particularly the poorest nations, paying 90% of their vaccines in

delivery costs.

Many members cautioned that the “unfinished agenda” must not be negiected in the
analysis of the introduction of new vaccines, and particular attention was paid to

neonatal tetanus, where simple cost-effective measures were available.

SAGE noted with satisfaction the excellent progress being made in the establishment

and scientific activities of the International Vaccine Initiative in Korea. It welcomed
the collaboration proposed, endorsed the Research Plan developed by its Board, and
hoped to be kept closely informed of the progress in this important Initiative.

SAGE members reiterated on numerous occasions the need for increased advocacy
efforts to achieve the above recommendations, and congratulated the CVI Secretariat

on the prominence of this aspect in its 1998 Strategic Plan.

It was recommended that a detailed options appraisal should be undertaken in relation
to the role of CVI and the provision of advocacy for vaccination and for its funding.
In this, consuitation with industry would be of crucial importance. SAGE recognized
the key role of CV1 to date and the success of its activities in bringing global
vaccination to its present level. Members of SAGE expréssed the wish to continue its

advisory role, for CVI as well as for GPV.
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