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This report is presented to the Executive Board for review. It describes the 
current shortage of high-quality vaccines required to meet the goals set by the World 
Health Assembly for the Expanded Programme on Immunization (EPI). Improving 
vaccine quality control will help relieve this crisis. W H O is requesting all countries 
where vaccines are produced to establish quality-control mechanisms and proposes a 
way to do so. The actions proposed were reviewed by the Programme's Global 
Advisory Group in October 1991’ which recommended their endorsement. The 
Annex provides details of a procedure intended to improve vaccine quality. 
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INTRODUCTION 

1. In its efforts to assure that only vaccines meeting appropriate standards of safety, potency and efficacy 
are used throughout the world, W H O has generally relied on the application of international requirements by 
the competent national control authority (NCA). Only in isolated cases, notably for smallpox, yellow fever, and 
B C G vaccines, has W H O undertaken the task of certifying vaccines to meet international standards, in keeping 
with resolutions of the Health Assembly and Executive Board.

1

 In the case of these vaccines the procedures 
have evolved over time, being adapted to the characteristics of the vaccines and their use on a global scale. 

2. Resolution WHA41.28 (May 1988) sets as a goal the global eradication of poliomyelitis by the year 2000. 
The Forty-second World Health Assembly (May 1989) set two additional targets for immunization 
programmes: the elimination of neonatal tetanus and the control of measles, both by the end of 1995. The 
effect of implementing strategies to meet these targets is an immediate and sustained increase in vaccine 
needs. 

3. The Expanded Programme on Immunization (EPI) recommends the use of oral poliovaccine as the 
vaccine of choice, with three doses in the first year of life plus a dose at birth in countries where poliomyelitis 
remains endemic. In 1990, 84% of children in the world were reported to have received a full course of 
poliovaccine in their first year of life. Maintaining the 1990 achievement will require the production of 
approximately 500 million doses annually. To achieve the eradication of poliomyelitis, the efficacy of 
supplementary mass immunization in high-risk areas has been demonstrated. In these areas, all children within 
a defined age group receive oral poliovaccine in house-to-house campaigns. The conduct of campaigns creates 
a short period of high demand for vaccine. 

4. Similarly, the measles and neonatal tetanus objectives demand increased immunization coverage overall 
and，in particular, achievement of very high coverage in areas at high risk of disease. The sheer numbers of 
doses required and their cost in hard currency may necessitate production of vaccines in countries which may 
have had limited experience in controlling vaccine quality. 

5. Resolution WHA35.31 (May 1982) called for the use in immunization programmes of only those vaccines 
meeting international requirements, and the Forty-second World Health Assembly endorsed the plan of action 
for the global eradication of poliomyelitis by the year 2000 which, inter alia, called for universal use of 
poliovaccines meeting international requirements by the end of 1990. Plans for control of measles and 
elimination of neonatal tetanus also specify the use of vaccines meeting international standards of quality. 

6. Despite these resolutions, countries are still using vaccines which may be below the minimum standards 
of potency, safety, and efficacy. In 1990 international attention was focused on unprotected children born of 
mothers immunized with a tetanus toxoid product found not to have adequate potency. 

CURRENT SITUATION 

7. The international requirements provide for manufacturing procedures and control to assure the quality of 
vaccine, and W H O distributes international standards and reference reagents to be used in the necessary 
testing. For use in the Expanded Programme on Immunization U N I C E F is a major supplier of vaccine. 
Guidelines have been formulated and applied to assure that the manufacturers of the vaccines supplied by 
UNICEF adhere to the international requirements.

2

 The process involves a preliminary review of protocols 
and documentation by W H O ; assurance of consistency of production of five or more consecutive lots prepared 
from different bulk lots; and an inspection of the manufacturing facilities by W H O staff and consultants 
together with a representative of the N C A . The N C A may also be visited. Based on the satisfactory outcome 
of these steps, W H O can consider vaccines acceptable in principle for procurement by UNICEF. In addition, 
W H O tests vaccine potency and stability in independent laboratories of lots selected at random from among 
those supplied to UNICEF. However, the ultimate responsibility for assuring the quality depends upon the 
continuing activity of the N C A . 

1

 Resolutions EB2.R5; EB3.R6; EB13.R52; WHA3.18; WHA14.40; WHA27.54. 
2 WHO Technical Report Series, No. 800,1990, Annex 1. 
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8. To meet the international requirements, vaccines must be subject to control by the N C A of the producing 
country. The international requirements provide for supply of a certifícate by the N C A stating that the vaccine 
meets these requirements. 

9. For a certificate to be valid, it must be issued by an authority competent within the meaning of the 
Certification Scheme on the Quality of Pharmaceutical Products Moving in International Commerce.

1 

IMPLEMENTATION OF OBJECTIVE: UNIVERSAL USE OF VACCINES MEETING INTERNATIONAL 
REQUIREMENTS 

10. To confirm that all countries use vaccines which meet the international requirements, several steps are 
required: 

First, health authorities of each Member State should resolve to use only vaccines meeting international 
requirements and include this as part of their EPI plans. 

Second, countries producing vaccines should develop procedures to ensure that their vaccines meet the 
relevant international requirements for quality. A procedure to assist countries to achieve compliance is 
described in the Annex. It is also intended to provide for an independent assessment of vaccine safety, 
potency and efficacy when the criteria used by the N C A deviate from the international requirements, and 
for independent testing of vaccines and of test procedures, coordinated by W H O . It may be convenient 
to coordinate activities to evaluate N C A s on a regional basis, through mandates of the regional 
committees. 

Third, W H O would collaborate with Member States in which vaccine manufacturing takes place in the 
development or maintenance of effective and competent NCAs. W H O could do this by establishing 
training programmes for N C A officers in the control of vaccines. The individuals selected for training by 
W H O and the Member State, already possessing basic knowledge in the science and technology related 
to vaccines, would spend time in approved laboratories learning the testing procedures and with 
experienced individuals in the inspection of established vaccine production facilities. These procedures 
must then be applied in their own countries. 

The role of W H O in ensuring the quality and supply of vaccines is in keeping with resolutions of the Health 
Assembly.

2 

CONCLUSION 

11. The decrease of cases of EPI target diseases and, particularly, the fact that large areas of the world are 
already poliomyelitis-free, attests to the high quality and efficacy of most of the vaccines now in use. To 
succeed with the global poliomyelitis eradication initiative and other W H O targets, W H O must take the lead in 
developing ways for Member States to assure that they are using only vaccines meeting international 
requirements. 

12. This will result not only in the universal use of high-quality vaccine, but also in the establishment of 
infrastructure that is vital for quality assurance of all biological products. A n analysis of the costs of 
implementation of this proposal for the certification of quality of poliovaccines which, together with that of 
tetanus toxoid, is the first priority, suggests a biennial figure of about US$ 500 000 for one region. Later 
efforts would extend the proposal to all vaccines. 

1 Resolution WHA41.18. 
2 Resolutions WHA27«57; WHA28.66; WHA31.53; WHA3531. 
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ANNEX 

INTERNATIONAL PROCEDURE TO EVALUATE NATIONAL SYSTEMS 
TO ASSURE THE QUALITY OF ORAL POLIOVACCINES 

1. Initiation of the scheme 

A letter will be sent by W H O to national authorities of countries identified as manufacturing oral 
poliovaccine, inviting them to participate in the scheme. 

2. Country evaluation 

O n receipt by W H O of a letter requesting inclusion in the scheme, two or more independent experts with 
a history of involvement in production quality control and licensing of oral poliovaccine will make a visit to 
evaluate the country activities. 

In order that this step proceed with the minimum delay and maximum consistency a small panel of 
experts will be formed. 

The evaluation will be based on the relevant W H O guidelines and requirements for both national 
authorities and manufacturers of oral poliovaccine. The experts will consider and report on the adequacy of 
the data submitted by the manufacturer to the licensing authority and the tests performed on behalf of the 
national authority on the final and, if appropriate, intermediate, stages of the vaccine, to confirm compliance 
with specifications. A visit will be made to the manufacturer, together with a representative of the national 
authority, to confirm compliance with good manufacturing practices. 

The final report will be submitted to a group of experts for review (see below), together with copies of 
relevant documents received during the visit, and it will include a conclusion on suitability of the national 
procedures and a recommendation for any further action deemed necessary. 

3. Review of country evaluation and conclusions 

A group of five or more experts with an international reputation, including some from the W H O 
Consultative Group on Poliovaccine, will review the evaluation reports. 

This group of experts will relate closely to the Children's Vaccine Initiative Task Force for the Needs 
Assessment of National Control Authorities in Developing Countries, since its findings will be of direct 
relevance to the Task Force in its role of encouraging and introducing new vaccines. 

The evaluation reports will be confidential and will not be made available to third parties without the 
agreement of the country concerned. 

The frequency of the meetings of the expert group remains to be decided but for the initial poliomyelitis 
activity one meeting in the first year should be adequate. 

4. Action to strengthen country activities 

The group of experts will draft proposals for funding for action to strengthen, where necessary, national 
authorities and manufacturers. 

This remedial action will in general require training and support within the country, although external 
testing of samples may be needed. 


