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The Director-General submits this report on five meetings of expert 
committees1 whose reports have been prepared in English and French since the 
ninetieth session of the Executive Board.2 For each report the background, contents 
and recommendations are described. The potential contribution that 
implementation of the recommendations can make to improving the public health 
situation in Member States and the implications for WHO'S programmes are also 
highlighted. 

The reports on the meetings of five expert committees are reviewed hereunder, in the following order: 

1. WHO EXPERT COMMITTEE ON SPECIFICATIONS FOR PHARMACEUTICAL 
PREPARATIONS 
Thirty-second report 

2. WHO EXPERT СОММГГГЕЕ ON RABIES 
Eighth report 

3. LYMPHATIC FILARIASIS: THE DISEASE AND ITS CONTROL 
Fifth report of the WHO Expert Committee on Filariasis 

4. WHO EXPERT COMMITTEE ON BIOLOGICAL STANDARDIZATION 
Forty-second report 

5. THE USE OF ESSENTIAL DRUGS 
Fifth report of the WHO Expert Committee 

1 In compliance with paragraph 4.23 of the Regulations for Expert Advisory Panels and Committees (WHO Basic 
Documents, 39th ed., 1992, p. 104). 



1. WHO EXPERT COMMUTEE ON SPECIFICATIONS FOR PHARMACEUTICAL PREPARATIONS 

Thirty-second report 
Geneva, 10-15 December 1990， 

1.1 Background 

Over the past decade, as a result of the emphasis on the concept of primary health care，the problems 
inherent in the supply of safe and effective drugs of good quality have become an important and very clear 
focus of activity within WHO. These matters were given further impetus by the Conference of Experts on the 
Rational Use of Drugs in Nairobi in 1985 and the subsequent endorsement, by the Thirty-ninth World Health 
Assembly in resolution WHA39.27, of WHO，s revised drug strategy. Moreover, in 1988, the Forty-first World 
Health Assembly requested the Director-General in resolution WHA41.16 to initiate programmes for the 
prevention and detection of the export, import and smuggling of falsely labelled, spurious, counterfeited or 
substandard pharmaceutical preparations. 

Over the years the Expert Committee has pursued a comprehensive approach to quality assurance of 
pharmaceuticals adapted to the needs of developing countries. Crucial to these activities is the WHO 
Certification Scheme on the Quality of Pharmaceutical Products moving in International Commerce, which 
establishes a simple administrative procedure enabling importing countries to benefit from the regulatory 
infrastructure in the exporting country. Essentially, importing countries can obtain information on the 
registration status of a product in its country of origin, and declarations are elicited as to whether the 
manufacturing facility has been inspected and whether it is operated in compliance with WHO's Good 
Manufacturing Practices for Pharmaceutical Products. The Certification Scheme has over 130 participating 
countries. During the Forty-first World Health Assembly several substantive amendments were introduced to 
include drug substances as well as finished dosage forms, and also products intended for veterinary use. 

1.2 The report 

The report thus covers in particular (in its section 4) the WHO Certification Scheme on the Quality of 
Pharmaceutical Products moving in International Commerce. Several documents are discussed that have been 
developed in support of the Scheme to give it both substance and credibility. These include guidelines for 
implementation of the Scheme (Annex 3 to the report), revised good manufacturing practices for 
pharmaceutical products, section 2 and Annex 1，and guidelines on the inspection of manufacturing facilities 
(section 3 and Annex 2). At the request of the Expert Committee the general acceptability of these proposals 
to national drug regulatory authorities has been explored, and intergovernmental field trials of the revised 
guidelines for implementation of the Certification Scheme are already in progress. 

Secondly, progress in the revision of The International Pharmacopoeia and related activities is reviewed 
(section 6), including the establishment of international chemical reference substances and infrared reference 
spectra (section 7 and Annexes 6 and 7), and simple tests to verify the identity of active pharmaceutical 
substances. Problems related to drug stability are discussed (section 8), as well as the quality of dosage forms 
prepared extemporaneously or on a small scale in pharmacies and hospitals (section 9). International support 
for training drug regulators is also reviewed (section 10). 

1.3 Recommendations 

The Expert Committee recommends that all Member countries participating in the WHO Certification 
Scheme should use without further adjustment the three forms of attestation provided under the Scheme: the 
product certificate, the statement of licensing status and the batch certificate. 

The revised text of WHO，s Good Manufacturing Practices for Pharmaceutical Products approved by the 
Committee replaces the version published in 1975. 



Advice is offered to the Secretariat on a number of technical issues related to the further development of 
The International Pharmacopoeia. It is emphasized, in particular, that all analytical procedures employed for 
pharmacopoeial testing should be validated. 

The Committee further recommends the development of a collection of test methods for the quality 
assurance of medicinal plant materials, which is not currently dealt with in The International Pharmacopoeia. 

Plans to conduct a study jointly with UNICEF on the quality and stability of selected essential drug 
products at the point of use in developing countries are strongly endorsed by the Expert Committee. 

The Expert Committee recognizes the need, particularly in developing countries, for requirements and 
advice on the preparation of specific dosage forms to be addressed to pharmacists involved with 
extemporaneous production to meet short-term institutional requirements, but warns that such advice should 
never be construed as guidance for manufacturers operating on a commercial basis. 

In discussing the training needs for administrative and technical personnel involved in drug regulation, 
the Expert Committee stresses the importance of coordinating training activities at international level. It 
suggests, with respect to quality control laboratories, that budgeting and management aspects, training of 
technicians and maintenance of equipment should be accorded priority. 

1.4 Significance for public health and implications for the Organization's programme 

The report contains both proposed statutory instruments and recommendations intended to support drug 
regulatory authorities with respect to product registration and quality assurance that will，inter alia, assist in the 
prevention and detection of substandard, spurious or counterfeited products in pharmaceutical supply systems. 

Additional recommendations offer support to other WHO programmes working to increase the 
availability of vital products where they are needed in developing countries, taking into account both economic 
circumstances and the standards necessary to assure the quality of products. 

2. WHO EXPERT COMMITTEE ON RABIES 

Eighth report 
Geneva, 24-30 September 19911 

2.1 Background 

Many advances have been recorded during the eight years separating the seventh and eighth reports of 
the Expert Committee on Rabies. The application of molecular biology technology to the rabies field led to 
important findings regarding the agent itself and its interaction with the host immune system. Research 
applied to control programme execution provided results indicating the feasibility of canine rabies control and 
elimination under most conditions and to the definition of the prerequisites for conducting successful 
programmes. 

The eighth report evaluates new knowledge from basic and applied research and on that basis provides 
updated recommendations relevant to the prevention and control of the disease in humans and animals. 

2.2 The report 

Information is presented in 11 sections. The first reviews recent advances in understanding the 
molecular structure and genetics of lyssaviruses, and in developing new methods for the production and 
delivery of vaccines, including several recombinant candidate vaccines. The second section, devoted to 
diagnosis, evaluates existing and evolving techniques for diagnosis in animals and humans and for the 
characterization of virus strains. 



Recent improvements in human and veterinary rabies vaccines are reviewed in the third section, which 
features extensive information on quality control. Other sections provide updated information on the status of 
WHO reference materials for potency testing of vaccines and immunoglobulins. 

In view of the extremely high fatality rate among cases of human rabies, information on prevention is 
especially detailed. Practical advice includes recommended immunization schedules for the protection of 
individuals at high risk of exposure, guidelines for post-exposure treatment, and an explanation of the factors 
to consider when deciding whether or not to initiate post-exposure treatment. 

Strategies for rabies prevention are further detailed in sections describing new approaches to the control 
of rabies in dogs and wild animal populations. Drawing upon lessons learned in several large mass 
immunization campaigns, the report explains how the recently developed oral vaccination technique can be 
used to control the disease in foxes, racoons, other wild animals, and possibly also in dogs. The final main 
section issues recommendations, in line with new knowledge, for the international transfer of animals, including 
guidelines for the possible reduction of quarantine procedures and a recommended special exemption for guide 
dogs for the blind. 

Further practical advice is set out in a series of eight annexes, which provide guidelines for the testing of 
vaccines, post-exposure treatment, the format of vaccination certificates, the use of a standard reporting form 
to record data on exposed humans, and the design of a national programme for the control of rabies in dogs. 

2.3 Recommendations 

Vaccines prepared in cell culture are now widely available, and have been shown to combine safety with 
high immunogenicity. Because of the hazards of encephalitogenic reactions when nerve-tissue vaccines are 
used, vaccines prepared in cell culture should replace those derived from brain tissue as soon as possible. 

The prevention of rabies infection after exposure is of the utmost importance. After exposure, 
prevention of infection is virtually assured by immediate treatment of the wound and post-exposure prophylaxis 
with one of the recommended regimens of rabies immunoglobulin and cell-culture vaccines. 

Dog population immunization campaigns adapted to the social structure in developing countries are now 
feasible and should receive priority when designing rabies control programmes. In order to reach a high 
proportion of the dog population, such programmes must be based on the local ecology of the dog population, 
on understanding the local society, on coordination of the related sectors of society and on culturally adapted 
education for the control of rabies. There is no evidence that removal and destruction of dogs has ever had a 
significant impact on dog population densities or the spread of rabies. 

Oral immunization of wild animals has become the essential tool of programmes for the control and 
elimination of rabies in wild animals. The technique, which is being more and more widely used, has been 
shown to be effective under a variety of field conditions. 

When safe oral vaccines for immunization of dogs become available, oral immunization could be used to 
achieve a 75% coverage of dog populations in areas where parenteral vaccination alone is insufficient. 

2.4 Significance for public health and implications for the Organization's programme 

In over 80 countries, rabies is still prevalent in its most dangerous reservoir, the dog population. Each 
year approximately four million people in these areas receive treatment after exposure to rabies and over 
30 000 people die after being bitten by rabid dogs. In more than 99% of all human rabies cases, the virus is 
transmitted from dogs, and over 90% of people who receive rabies post-exposure treatment live in areas of 
canine rabies. 

In this context, the report provides recommendations for the prevention of rabies in humans which are of 
special significance for countries where the cost constraints restrict the use of modern vaccines according to 
conventional schedules. In these countries, the use of multi-site intradermal and intramuscular schedules 
requiring reduced dosage may replace conventional and expensive five-dose vaccination schedule. 



The report also provides guidelines for strategy selection as well as for planning and implementing 
sustainable dog rabies control programmes adapted to local conditions that should lead in a cost-effective 
manner to the elimination of the disease in animals and hence in humans. Elimination of the disease in all 
canine-rabies-infected countries would lead to savings in the health and agricultural sectors estimated to be in 
the vicinity of US$ 200 million annually. 

The recommendations of the Expert Committee strengthen the Organization's emphasis on the 
strengthening or initiation of regional or sub-regional programmes for the elimination of canine rabies and on 
the need further to promote research on affordable vaccines and other substances for human rabies prevention 
and on oral vaccination for the elimination of the disease in dogs and wildlife species. 

3. LYMPHATIC FILARIASIS: THE DISEASE AND ITS CONTROL 

Fifth report of the WHO Expert Committee on Filariasis 
Geneva, 1-8 October 19911 

3.1 Background 

During the past ten years there has been increasing concern about lymphatic filariasis as a public health 
problem in many countries. Affecting many tropical regions of the world, with an estimated 78 million people 
infected and 750 million considered at risk, it is a disabling disease with serious social and economic 
consequences, as it affects many young working adults of both sexes and the chronic manifestations in the form 
of lymphoedema and elephantiasis are also socially traumatic for the persons affected. The Expert Committee 
met and reviewed recent advances in knowledge of the disease and the methods available for its diagnosis, 
treatment and control. 

3.2 The report 

The report contains information on the changes, by country and region, in the prevalence and 
distribution of Wuchereria and Brugia infections. Current understanding of the parasite and the numerous 
different strains that infect humans and animals is summarized in terms of its relevance to epidemiological 
research. 

The section devoted to clinical aspects describes the wide range of clinical manifestations seen in 
bancroftian and brugian filariasis and discusses the signs and symptoms that can make differential diagnosis 
especially difficult. A section covering new diagnostic tools includes improved sérodiagnostic tests and the use 
of lymphoscintigraphy to assess asymptomatic patients and persons at risk. A summary of advances in 
understanding the pathogenesis of the disease, its immunopathology, and the mechanisms responsible for 
protective immunity is also provided. Problems considered include the factors influencing the pathogenesis of 
tropical pulmonary eosinophilia and of renal lesions, the mechanisms involved in the parasite-specific 
"hyporesponsiveness" observed in many patients, and possible explanations for the distinct clinical and 
pathological responses seen in residents of endemic areas and in migrants to those areas. 

A section devoted to vectors updates knowledge on the distribution and bionomics of the Culex, Aedes, 
Mansoniay and Anopheles vectors and describes the range of methods now available for control. A new 
definition of low-density microfîlaraemia is presented in response to the need to reduce the number of 
microfflaria-negative recordings of microfîlaria-positive cases and thus establish the true rate of infection in a 
community. 

Another section explains the use of epidemiological modelling as a powerful tool for understanding 
disease transmission and formulating control strategies. Problems identified include the exceptionally 
protracted course of filarial infection, the large proportion of persons in endemic communities who are 
infected, yet both asymptomatic and amicrofÛaraemic，and the fact that carriers with false-negative results on 
blood surveys escape treatment. 



Of particular practical value is a summary of experiences with different treatment options, including 
selective and mass chemotherapy with diethylcarbamazine citrate (DEC), the use of DEC-medicated salt，and 
trials of single oral doses of ivermectin. The remaining sections discuss human behavioural and socioeconomic 
aspects, and outline the needs of control programmes in training, resources, and organization. 

3.3 Recommendations 

The public health importance of lymphatic filariasis in different endemic countries urgently needs to be 
expressed in terms which include social and psychological impact of the disease as well as economic 
consequences. Efforts should be made to collect more information, especially from the African Region, on the 
distribution and prevalence of the disease and its vectors. Studies of the differences in immune responses 
between individuals and populations should be made with a view to understanding better the disease process 
and to developing national strategies for disease control and prevention by immunological interventions. 
Studies should be made of vector-parasite combinations so as to determine critical prevalence and intensity 
levels at which active control could be stopped. Simple and cost-effective control strategies should be 
developed and tested which could be sustained by health services in different endemic countries. In this 
respect the use of DEC-medicated salt as a control strategy should be considered in many countries, and 
methods to increase its availability by commercial manufacture and distribution and to evaluate its acceptance 
should be promoted. 

3.4 Significance for public health and implications for the Organization's programme 

Lymphatic filariasis, with an estimated 78 million infected persons in the tropical world, stands out as 
one of the neglected diseases of major public health and socioeconomic significance. Programmes to control 
the disease and prevent it from spreading in many endemic countries are either nonexistent or poorly 
implemented owing to lack of awareness of the importance of the disease or to lack of technical know-how and 
resources，or both. Simple cost-effective control strategies to reduce parasite rates through chemotherapy and 
vector control measures should be implemented, and the Expert Committee makes a number of 
recommendations to this effect. The Division of Control of Tropical Diseases and the Special Programme for 
Research and Training in Tropical Diseases plan a meeting in 1993 or 1994 to discuss and formulate simple, 
cost-effective and sustainable control strategies for the control of lymphatic filariasis. The report clearly 
indicates - to public health workers - how the disease burden can be reduced using currently available tools. 

This report should be brought to the attention of public health authorities in all endemic countries in 
order to increase their awareness of the importance of the disease and of its control. 

4. WHO EXPERT COMMITTEE ON BIOLOGICAL STANDARDIZATION 

Forty-second report 
Geneva, 22-29 October 19911 

4.1 Background 

Through its activities in biological standardization WHO seeks to ensure uniformity throughout the world 
in the designation of safety and potency, activity or specificity of biological preparations that are used in 
prophylaxis, therapy or diagnosis of diseases. 

The standardization of biological products and harmonization of government approaches to their 
regulation grow in importance as countries move towards greater self-sufficiency, and as new and improved 
biologicals, including genetically engineered products, become more widely available. The prime concern of the 
Expert Committee is that the reference materials and advice offered should ensure the safety and efficacy of 
biologicals without imposing unnecessary constraints on their production and quality assurance that would limit 
their availability. 



4.2 The report 

The Expert Committee considered the need for new and replacement international reference materials 
and reviewed the results of the collaborative studies of proposed reference materials. Some 40 items were 
discussed and seven international standards adopted - one blood product, four endocrine and two materials 
relating to viral diseases. 

The report identifies a need for requirements for production and quality control of acellular pertussis 
vaccines, and notes that requirements for Vi typhoid vaccine and revised requirements for measles, mumps and 
rubella vaccines will be submitted to the Expert Committee's next meeting. 

The remainder of the report relates to guidelines for the production and quality control of monoclonal 
antibodies intended for use in humans, both for diagnosis and for treatment, good manufacturing practices for 
biological products, and guidelines for national authorities on quality assurance for biological products. The 
texts agreed by the Expert Committee are published as annexes to the report. 

4.3 Recommendations 

The reference materials and texts of requirements and guidelines should be considered by national 
authorities as a basis for national legislation to ensure that products on the market are at least as safe and 
effective as those prepared in accordance with the recommendations of the Committee. Statements of activity, 
or content, accompanying materials in the final container should, where appropriate, be expressed in 
International Units to ensure uniformity in treatment or diagnosis. 

4.4 Significance for public health and implications for the Organization's programme 

There has been significant international concern over the finding that many biological products, especially 
some vaccines, have not been of adequate quality and are ineffective and potentially, or actually, dangerous. 
The new guidelines for good manufacturing practices and quality assurance, if implemented by national 
authorities, may be expected to have a significant impact on the quality of biologicals; they will encourage 
acceptance of products from new manufacturing facilities, and will promote national and regional efforts to 
achieve self-sufficiency in biologicals. 

5. THE USE OF ESSENTIAL DRUGS 

Fifth report of the WHO Expert Committee 
Geneva, 18-22 November 19911 

5.1 Background 

This report includes the seventh version of WHO,s Model List of Essential Drugs and was prepared in 
the context of WHO，s revised drug strategy, endorsed by the Thirty-ninth World Health Assembly in resolution 
WHA39.27 in 1986. Its purpose is to provide guidance for countries wishing to establish national programmes 
for essential drugs and to keep under review a comprehensive yet limited array of drugs of proven value in the 
prophylaxis and treatment of commonly occurring conditions. 

5.2 The report 

The introductory sections, as in previous reports, define the concept of essential drugs and its relevance 
to national drug policies, and outline the criteria for the selection of the listed substances and their 
pharmaceutical dosage forms. Emphasis is again placed on the need for adaptation of the list at national level, 
with regard to the pattern of endemic disease, the health care infrastructure and existing systems of medicine. 
The concept of reserve antibiotics is retained，and the report again underlines the urgent need for governments 
to set up reference laboratories to monitor the resistance of the more important pathogens. To have a global 



impact, the Expert Committee must be seen to respond to the socioeconomic changes of the times. It is for 
this reason that a new section on drugs used in displaced communities is introduced. This examines the 
priority needs of nutrition, immunization, protection from infectious diseases and surveillance, as well as 
providing guidelines for potential drug donors. 

The latter half of the report is devoted to the revised Model List and details of the amendments to the 
individual entries. In keeping with established policy, drugs have been added only where definite advantages 
are considered to accrue. On this occasion, 12 new substances are in fact added, while four are deleted. Seven 
of these newly-admitted compounds are added to the complementary list for restricted indications. The section 
on antiseptics is revised to include the disinfectants glutaral and calcium hypochlorite, taking into account the 
need for sterilizing instruments. A new subsection on drugs used in palliative care is added, since the Expert 
Committee recognizes the importance of palliative care in cancer patients and wishes to re-emphasize the 
essential nature of drugs used for this purpose. The widely used scabicide, lindane, is deleted in view of 
evidence that it is toxic to both man and the environment and since safer alternatives are available. 

5.3 Recommendations 

The report enumerates the steps required at national level to bring the concept of an essential drugs 
policy to an advanced stage of implementation, and stresses that success is dependent upon efficient 
administration of the supply, storage and distribution of drugs at every point, from the manufacturer to the 
end-user. Attention is drawn to one additional recommendation of the Expert Committee - the need to 
establish a national drug regulatory authority • and guidance is provided in Annex 1: Guiding principles for 
small drug regulatory authorities. Emphasis is placed upon the need for impartial, objective information on 
the rational and effective use of drugs, and it is urged that priority be given to the provision of model 
prescribing information. The Expert Committee reasserts the need for rigorous quality assurance and the use 
of the WHO Certification Scheme on the Quality of Pharmaceutical Products moving in International 
Commerce by those countries that are largely dependent upon imported products. It stresses the importance 
of activities for the selection of international nonproprietary names and urges global use of these names. 
Respecting the importance of detecting and assessing adverse drug reactions at an early stage, the need is 
stressed for countries, whenever feasible, to increase their investment in post-registration surveillance. 

5.4 Significance for public health and implications for the Organization's programme 

The concept of essential drugs provides the foundation for the WHO Action Programme on Essential 
Drugs, and it has now been successfully integrated in a large number of developing countries with a view to 
improving and extending health care facilities at all levels. This report is a useful tool for assisting countries to 
establish cost-effective drug policies in the public sector, and it provides a rational approach to drug selection. 

The biennial updating of WHO's Model List of Essential Drugs and the provision of complementary 
model prescribing information provide an important focus for technical collaboration between developed and 
developing countries. 


