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Report by the Director-General 

The Director-General submits this report on four meetings of 
expert committees^ whose reports have been prepared in English and 
French since the seventy-sixth session of the Executive Board.2 

The meetings of the four expert committees and their reports are reviewed hereunder, in 
the following order: 

1. VIRAL HAEMORRHAGIC FEVERS 
Report of a WHO Expert Committee 

2. BIOLOGICAL STANDARDIZATION 
Thirty-fifth report of the WHO Expert Committee oil Biological Standardization 

3. SAFE USE OF PESTICIDES 
Ninth report of the WHO Expert Committee on Vector Biology and Control 

4. THE USE OF ESSENTIAL DRUGS 
Second report of the WHO Expert Committee on the Use of Essential Drugs 

1 In compliance with Regulation 4.23 of the Regulations for Expert Advisory Panels and 
Committees (WHO Basic Documents, 35th ed., 1985, p. 99). 

^ For easy reference, copies of these reports, either in their final form or in proof, 
are annexed to this report (for members of the Executive Board only). 



1. VIRAL HAEMORRHAGIC FEVERS 

Report of a WHO Expert Committee 
Geneva, 19-23 March 1984丄 

1.1 Background 

The various viral haemorrhagic fevers all produce a similar severe clinical syndrome but 
have different etiologies and epidemiological characteristics• Some viral haemorrhagic 
fevers, such as yellow fever, have been known for centuries, whereas the majority have 
emerged more recently either because of a new potential for spreading, such as dengue 
haemorrhagic fever in 1956 and Rift Valley fever in 1977, or as newly recognized diseases 
such as Marburg and Ebola virus diseases, which were first described in 1967 and 1976 
respectively• In terms of the total number of cases, or yearly incidence, the viral 
haemorrhagic fevers are far less important than the major viral and parasitic diseases, such 
as measles or malaria, but they may cause special problems to public health services because 
of their epidemic potential, the often high case-fatality rate, and unusual difficulties in 
their treatment and prevention. 

The particular safety problems associated with the handling of the agents of viral 
haemorrhagic fevers has necessitated the creation, in addition to the existing network of 
centres, of a special network of WHO collaborating centres on special pathogens, which are 
equipped with facilities for high-level containment. 

The Expert Committee was convened to review; (a) the impact of the diseases; and 
(b) recent progress in knowledge of epidemiology, clinical and laboratory diagnosis and 
immunopathology• Its aim was not only to assess the state of knowledge but also to make 
recommendations concerning WHO'S role in the coordination of international activities in this 
field. 

1.2 The report 

The report systematically reviews the public health importance, clinical features, 
epidemiology, laboratory diagnosis, and the prevention and control measures available for 
each of the viral haemorrhagic fevers. The focus of the report is on (a) laboratory 
etiological investigation in man, vectors and reservoirs, (b) field operations for 
surveillance and control, and (c) immunopathophysiology. Knowledge of this third aspect is 
of particular importance as it is an essential condition for understanding the disease and 
for identifying the methodology for treatment, prevention and further research needs• The 
report provides health authorities with practical guidance on how to cope with cases of viral 
haemorrhagic fevers, with particular emphasis on the management of patients and control of 
the diseases* 

The Committee emphasized that the prevention of outbreaks caused by viral haemorrhagic 
fevers depends mainly on the effectiveness of surveillance systems in areas of particular 
risk to provide early warning of suspect cases• The early disclosure of the existence and 
extent of disease activity and prompt reporting are of crucial importance so that appropriate 
containment measures can be carried out. Innovative approaches are proposed for the 
isolation and the case management of patients. 

The Committee called for the devising of national policies to deal with imported cases 
of potentially dangerous viral haemorrhagic fevers and the development of contingency plans 
to deal with suspected cases. 



1.3 Recommendations 

The recommendations of the Committee are directed to national health authorities and to 
WHO. The following areas of action were recommended: (a) support for public health 
education programmes in countries where these diseases are endemic and where they may be 
introduced; these programmes should be integrated with primary health care facilities; 
(b) the application or development of methods for the rapid virological identification and 
specific serological diagnosis of these diseases, with special emphasis oil their use in 
endemic regions; and (c) in view of the emergencies caused by outbreaks of viral 
haemorrhagic fevers, the development by WHO of a contingency plan to secure, at the global 
level, a rapid mobilization of expertise, vaccines and other supplies and equipment that may 
be necessary at short notice. Further research needs were also identified. 

1.4 Significance for public health and implications for the Organization1s programme 

During the last decade, the viral haemorrhagic fevers have emerged as an important 
public health problem in a number of countries, mainly in tropical areas. While there have 
been several WHO publications on particular problems in this field, there has up to now been 
no comprehensive review of these diseases. Through the Expert Committee's report, public 
health authorities and those responsible for research are provided with an up-to-date review 
of the "state of the art" and guidance for future action. 

Although these diseases have been of concern to WHO for a long time, with regard to both 
their public health and their scientific aspect, the challenge is now to intensify efforts to 
ensure that the report's message reaches Member States• Great efforts are still needed to 
reinforce the surveillance and control of these diseases in endemic areas. At present, some 
effective epidemiological investigative methods as well as other laboratory diagnosis and 
preventive measures are available to permit the prompt detection of initial cases and the 
effective handling of outbreaks of these diseases. Nevertheless, because of lack of 
expertise, only a limited number of laboratory personnel are able to make use of the 
available technology. There is a need to enhance epidemiological and laboratory services, 
staff capability, and self-reliance in countries confronted with the need to contain 
outbreaks of these diseases. WHO must therefore intensify its cooperation with Member States 
to increase epidemiological knowledge concerning the viral haemorrhagic fevers so that 
measures for their prevention and control can be implemented. 

In the case of emergencies caused by viral haemorrhagic fevers, WHO must also rapidly 
disseminate reliable information and mobilize international resources to cope with these 
dangerous pathogens. 

2. BIOLOGICAL STANDARDIZATION 

Thirty-fifth report of the WHO Expert Committee on Biological Standardization 
Geneva, 12-18 June 19841. ' 

2.1 Background 

At its thirty-fifth meeting, the WHO Expert Committee on Biological Standardization 
reviewed the developments in biological reference materials that had taken place since the 
meeting held in 1983. There were 25 items for discussion in the following groups of 
substances: antibiotics; antibodies； antigens； blood products and related substances; 
and endocrinological substances. Four further items dealt with miscellaneous substances. In 
addition, three sets of requirements had been formulated or amended and the reports of two 
WHO informal consultations were considered. 



2.2 The report 

International standards and reference preparations were established for one antibiotic, 
one antibody, one antigen, seven blood products, two endocrinological substances and five 
miscellaneous substances, including four interferons. It was noted that collaborative 
studies for the establishment of other reference materials were in progress• 

The report includes the minimum WHO Requirements for Varicella Vaccine (Live)• 
Varicella, also known as chickenpox, is an acute and highly contagious disease of childhood. 
It occasionally afflicts adults, in whom the disease is usually more severe than in 
children. Furthermore, reactivation of latent virus may occur, resulting in herpes zoster 
(shingles), particularly in patients with cancer, those receiving immunosuppressive 
chemotherapy, and the elderly. 

2.3 Recommendations 

The Committee requested WHO to investigate the feasibility of a proposal that it should 
establish matrix standards. "Matrix standards" are preparations of an analyte in the same 
kind of biological fluid - matrix - as that present in the clinical test specimens that are 
assayed against them. A matrix standard for prolactin in serum, for example, would consist 
of an ampoule of freeze-dried serum containing a defined number of international units of 
prolactin. The reason for this proposal is that the nature of the solution in which the 
analyte standard is prepared can strongly influence the potency estimate of a clinical 
specimen made with different assay kits. 

Recent scientific and technological advances have been applied rapidly to the 
development of a variety of biologicals. For example, recombinant DNA (rDNA) techniques have 
already been used to produce human insulin and other hormones, and more recent work has shown 
that hepatitis В surface antigen (HBsAg) can be produced in yeast cells as well as in 
continuous mammalian cell lines. While requirements for at least some of these products made 
by traditional techniques already exist, additional requirements will need to be formulated 
for rDNA products such as HBsAg because the manufacture of biological products by rDNA 
methods raises special questions concerning their safety and purity. 

The production of monoclonal antibodies by hybridoma techniques also gives rise to a 
wide variety of potentially useful products for which special requirements will be needed. 
The use of continuous cell lines grown on microcarriers, in mass culture, to produce 
inactivated vaccines may also result in a class of compounds requiring special provisions, 
since, in some of these techniques, abnormal mammalian cells are used as substrates and the 
safety of the biological product is therefore of particular concern. The WHO Secretariat was 
therefore requested to consider convening an informal group to advise WHO on possible changes 
in current requirements and the development of new requirements for biologicals produced in 
abnormal mammalian cells. 

Rapid progress has been made in the standardization of interferons, and especially those 
individual species being produced by modern techniques. Such preparations, now available in 
quantities hitherto unattainable, require new standards for each of the categories of 
interferon. The Committee established four new standards, one of which - the standard for 
leukocyte interferon - is to be made widely available to help research studies• 

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

Matrix standards may be very useful to calibrate manufacturers' own standards and thus 
improve agreement among manufacturers, since the use by the latter of different buffer or 
serum solutions to dissolve and dilute some international standards has led to a clinically 
unacceptable diversity of assay results. 

The development of requirements for biotechnology products will be essential to enable 
WHO to establish international criteria of acceptability for biologicals moving in 
international commerce. 

The establishment of interferon standards marked a major step in providing material that 
will be valuable in assuring agreement of assay results for interferon activity among 
laboratories. However, these standards are only a first step. Now that interferons are 



being used in the treatment of some forms of malignancy, an in vitro test to measure the 
ability of interferons to prevent the proliferation of cells or to cause the regression of 
tumour cells is urgently needed. Work is in progress on the development of an 
internationally accepted, rapid, and simplified test for the assay of interferons as well as 
to investigate appropriate tests to measure the antiproliferative effect of interferons. 

3. SAFE USE OF PESTICIDES 

Ninth report of the WHO Expert Committee on Vector Biology and Control 
Geneva, 11-17 September 1984丄~ 

3.1 Background 

The WHO Expert Committee meetings on the safe use of pesticides in public health have 
been held at approximately six-yearly intervals since 1961J In 1972, the scope of the 
meeting was extended to include aspects of the safe use of pesticides in other fields where 
hazards to users or the general public might occur. The recommendations of the Expert 
Committee meetings on the safe use of pesticides in public health have been very closely 
followed by Member States in their control activities. The recommendations on the 
epidemiology of pesticide poisoning and on education have also had a considerable impact on 
the safe use of pesticides； the adoption by the Twenty-eighth World Health Assembly of the 
WHO Recommended Classification of Pesticides by Hazard resulted from one such recommendation. 

3.2 The report 

The report takes into account the considerable changes in orientation of vector control 
activities that have occurred since the Committee's previous meeting oil the safe use of 
pesticides in 1978. It outlines the implications of these changes for those handling 
pesticides and the general public• The move towards an integrated approach to vector 
control, making use of community participation, is an important development; in this 
context, the Committee commented on the benefits and risks associated with the use of 
pesticides in public health and suggested ways of reducing such risks. 

The Committee reviewed a number of new compounds which had recently been introduced in 
public health. The generally favourable toxicological properties of pyrethroids, which are a 
class of compounds increasingly used in vector control, were outlined. The use of permethrin 
for aircraft disinsection was specifically reviewed, and the Committee considered that the 
safety margin for such treatment was very large. With regard to the only new 
anticholinesterase compound, bendiocarb, which the Committee reviewed, it was felt that this 
may be safely applied in the field, subject to certain packaging requirements which would 
obviate the need for weighing and bagging, thus reducing exposure. 

The Committee then considered the safety aspects of certain insect growth regulators 
which were used as mosquito larvicides and noted that methoprene could be applied safely in 
drinking-water. 

The safety of microbial biological control agents was dealt with by the Committee for 
the first time. A mammalian safety assessment scheme was recommended at a consultation held 
in Geneva in 1980 under the auspices of the UNDP/World Bank/WHO Special Programme for 
Research and Training in Tropical Diseases,1 and this new approach was endorsed by the 
Committee• Issues raised by the development of new mutants and by genetic engineering, and 
the related need for safety assessment, were considered. 

WHO Technical Report Series, No, 720, 
2 WHO Technical Report Series, No. 227, 

No. 634, 1979. 

1985. 
1962; No. 356, 1967; No. 513, 1973; and 

3 Bulletin of the World Health Organization, 59(6): 857-863 (1981). 



The safe use of new anticoagulant rodenticides was assessed. The Committee recommended 
that one new rodenticide, pyrinuron, should not be used in view of the established danger to 
human health. Research on the use of organotin compounds as molluscicides is outlined in the 
report； the Committee considered that further studies were required. 

The Committee also dealt with the safety of other protective methods and devices such as 
repellents, bednets impregnated with insecticides, mosquito coils, fumigation mats, and 
aerosols which are widely used by the general public. 

Finally, the Committee dealt with the prevention and treatment of acute poisoning by 
pesticides. The aspects reviewed included education in the correct use, classification, 
packaging, labelling, and storage of pesticides； the disposal of pesticides; and the 
treatment of pesticide poisoning. The report also contains three annexes, the first of which 
is on the assessment of exposure by direct and indirect means• A second annex contains an 
extract from a syllabus for the training of community health workers in the prevention of 
pesticide poisoning in Sudan. The third annex concerns the treatment of poisoning by 
pesticides, and is based on ail annex to a previous report of the Committee^-, which has been 
updated to cover poisoning by anticoagulant rodenticides and by paraquat. 

3.3 Recommendat ions 

Recommendations for national authorities 

The Committee recommended that, in providing guidance for community participation in 
integrated vector control, governments should consider the safety aspects. Education in the 
safe u$e of pesticides in public health and agriculture through primary health care workers 
and/or agricultural advisers will be required and will need to continue indefinitely. The 
health of pesticide workers and the efficacy of vector control measures should be monitored 
concurrently• The use of a number of newly introduced compounds is recommended for vector 
control, subject in some cases to certain conditions• Governments should develop national 
systems for the disposal of unwanted or surplus stocks of pesticides, and should investigate 
systems for producing economic incentives to ensure the safe disposal of metal pesticide 
containers. Information oil decontamination should be required from manufacturers before new 
formulations can be registered for use in agriculture or public health. 

Recommendations for WHO 

The Committee recommended that collaboration between WHO, national governments, and 
industry in village-scale trials, such as with bendiocarb, should be encouraged. In the next 
edition of the Guidelines to the WHO Recommended Classification of Pesticides by Hazard, a 
reference to carcinogenesis for man where this is known to be a hazard should be included. 
The education in toxicology of suitably qualified scientists from developing countries should 
be encouraged. 

Recommendations for future research 

Recommendations for future research include additional epidemiological studies of 
workers who have had prolonged heavy exposure to any compound used in vector control, and 
studies on the safety of microbiological control agents, the use of tin compounds as 
molluscicides, the efficacy and safety of traditional repellents, and the techniques and 
effectiveness of using graphics for labelling pesticide containers. 



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

The wide-ranging report makes recommendations on a number of matters of concern to 
Member States. The Committee underlined the importance of safety considerations in planning 
community participation in vector control programmes, and identified several types of 
activities where such participation may need to be limited. On the other hand, the report 
recognized the great benefits to be derived from vector control, and makes recommendations to 
reduce the risk of adverse effects of components used in chemical and biological control as 
part of integrated vector control. The Committee laid emphasis on the need for continuous 
education in the safe use of pesticides at all levels, and on the need for training of 
scientists in toxicological assessment, so that countries can carry out their own 
risk-benefit evaluations, taking into account national priorities. The recommendations by 
the Committee directed to WHO are being, or will be, implemented at the earliest opportunity• 

4. THE USE OF ESSENTIAL DRUGS 

Second report of the WHO Expert Committee on the Use of Essential Drugs 
Geneva, 3-7 December 1984丄 一 一 — 一 — ——一—— 

4,1 Background 

This report presents the fourth version of the WHO Model List of Essential Drugs. It 
thus responds to resolution WHA31.32, in which the Thirty-first World Health Assembly (1978) 
requested the Director-General, inter alia, "to continue to identify the drugs and vaccines 
which, in the light of scientific knowledge, are indispensable for primary health care and 
control of diseases prevalent in the population". 

4.2 The report 

The introductory sections of the report, as in previous reports, define the concept of 
essential drugs, its relevance to national drug policies, and the criteria for the selection 
of the listed substances• Emphasis is again placed on the need for the adaptation of the 
list at national level, having regard to local disease patterns and wide differences in the 
infrastructure of health care services. 

In keeping with established policy, changes have been introduced only where definite 
advantages are considered to accrue and where experience of a new drug has been obtained in a 
wide variety of medical settings. Despite efforts to resist further expansion of the list, 
20 new substances have been added and five withdrawn. Half of these additions represent 
advances in the specialized use of anti-cancer drugs and radiological contrast media* Other 
additions include the general anaesthetic ketamine, the injectable steroidal contraceptives, 
and an inactivated injectable poliomyelitis vaccine. Also added are two substances of long 
standing - gentian violet and podophylline - that remain widely available and are 
successfully used particularly in developing countries. 

4.3 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 it stresses that success 
is dependent upon efficient administration of supply, storage and distribution of drugs at 
every point from the manufacturer to the end user. 

The report reasserts the need for rigorous quality assurance of drugs 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 also 
suggests - having regard to the increasing use of generic products manufactured in different 
locations (multisource products) - that the issue of bioavailability be subjected to further 
study prior to review in a subsequent report. 

1 WHO Technical Report Series, No. 722, 1985. 



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

The concept of essential drugs provides the foundation for WHO1s Action Programme on 
Essential Drugs and Vaccines, and it has now been successfully integrated into national drugs 
policies in a large number of developing countries with a view to improving and extending 
primary health care facilities. The concept, moreover, is embodied in the call for the 
rational use of drugs that has evolved as a prime issue in health care in developed and 
developing countries alike. The cost-effective use of drugs in the public sector has become 
an immediate challenge to many governments. The dilemma that emerges for all governments is 
to reduce public expenditure on drugs as far as is practicable, without eroding the standards 
of the health services they provide, and yet assuring a socially productive investment in new 
drug development. 

Comparison of successive revisions of the list demonstrates that, as a result of new 
drug development, important progress continues to be made in several therapeutic areas. 
However, the list also identifies therapeutic categories, including antiparasitic and 
antiviral agents, in which greater impetus in the pace of development would hold considerable 
potential benefit for public health. 


