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1. In resolution WHA24.56,1 operative paragraph 2, the Twenty- fourth World Health Assembly 

requested the Director -General to study how best the Organization could cope with its obliga- 

tions and expand as required its activities bearing in mind the need for an overall approach 

to matters relating to the discovery, production and distribution of drugs, to the control of 

drug quality, safety and efficacy, and to the monitoring of adverse reactions, including 

dependence -producing properties. Reference was also made in the preamble to the resolution 

to the increasing need for the prescribing physician to know and fully understand the effects, 

side reactions and possible interactions of drugs and for continuing education in pharmaco- 

therapy. The Director -General was requested to report thereon to the Executive Board at its 

forty -ninth session and to the Twenty -fifth World Health Assembly. 

2. In implementation of operative paragraph 2 of this resolution, a study was undertaken 

in the Secretariat, with the assistance of consultants, and submitted to the Executive Board 

at its forty -ninth session. The study submitted to the Board, with the addition of 

explanatory notes and references is attached as Appendix 1. As outlined in this study, the 

introduction of new and more effective drugs has created a whole range of interrelated 

problems. The Organization has adapted its activities in the field of drugs to the changing 

situation and, in accordance with resolutions of the World Health Assembly, is expanding them 

in order to assist in providing Member States with a wider range of scientific information 

and technical data, and in promoting the best possible use of modern medicines as an 

essential part of the total health effort. 

3. In operative paragraph 3 of the above - mentioned resolution, the Director -General was 

requested to consider the creation of a system of collection and dissemination of information 

on results of safety and effectiveness trials of new drugs and their registration in countries 

having necessary facilities, for possible use of these data by health authorities of countries 

importing pharmaceutical products; and to report on the feasibility and financial implications 

of such a system to the forty -ninth session of the Executive Board and to the Twenty -fifth 

World Health Assembly. 

4. From preliminary investigations in a number of Member States concerning the availability 

of information on the results of trials of new drugs, it has been ascertained that usually the 

information provided by manufacturers in applications to drug control authorities is confiden- 

tial to those authorities, unless the manufacturer has authorized its disclosure. However, 

the most important and useful information on the results of safety and efficacy trials for 

possible use by health authorities of countries importing pharmaceutical products is likely 

to be provided by the terms of approval of new drugs for marketing, for which WHO could be a 

clearing house and repository of information. A study group will be convened to further 

consider and advise on the proposed systematic exchange of information, on the possible nature 

of the input from national authorities and on methods of collection, recording and dissemination 

of information on new drugs. As soon as the feasibility of the proposed system is ascertained, 

the Director -General will submit a detailed report, including financial implications, to the 

Executive Board and the World Health Assembly. 

1 
Off. Rec. Wld 11th Org., No. 193. 
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5. The Executive Board in resolution EB49.R81 noted with appreciation the studies 

undertaken in accordance with reolution WHA24.56 and requested the Director -General to submit 
his report to the Twenty -fifth World Health Assembly together with any supplementary 
information he might deem useful and the summary record of the discussion during the forty - 
ninth session of the Executive Board (Appendix 2). 

1 Off. Rec. Wld H1th Org., No. 198. 
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1.1 In the last decades, the discovery and use of powerful and valuable new drugs 
contributed substantially to health and to a greater life span. Although such benefits 
have not so far been enjoyed to an equal degree by all populations, in most parts of the 

world the introduction of modern drugs represented nothing less than a revolution in the 

practice of medicine, and in the functions of medical institutions and health services. The 

impact of this "pharmaceutical revolution ", while yielding significant benefits, generated 
its share of problems. 

• 

1.2 Physicians began to have at their disposal increasing numbers of chemical and biological 
agents that could achieve effects on the patient that were previously impossible. This 
powerful and specific new technology - which created the unprecedented capacity both to help 
and to harm - was initially developed without a parallel development of scientific methods to 

assess the risks and benefits for the patient. Physicians had difficulties in making 
therapeutic decisions because of the absence of reliable data and validated proof as to when, 
how and in which patients to use these revolutionary new agents. The question also arose 
regarding'how far authorities should minimize hazards by attempting to control the availability 
and the prescription of new drugs, without undue interference with the advancement of 

therapeutics and the traditional freedom of the physician to treat his patients as he thinks 
best. 

1,3 As a consequence of this evolution, and in order to effectively protect and promote 
health, the regulatory control of drugs in many countries has moved towards a comprehensive 
approach encompassing both pharmaceutical and medical aspects. Control measures have been 
designed to ensure that drugs are adequately tested and evaluated during their development 
for safety and efficacy; regulations for the manufacture, distribution, labelling and 

advertising of approved drugs have also been implemented. Such control measures contribute 
substantially to ensuring that the product supplied to the consumer is of the requisite 
quality and that he is not misled by labelling and unsupported claims. For drugs under 
prescription, such control ensures, as far as possible, that the physician can rely on the 
quality of the drugs he prescribes and is informed about their known properties, desirable 

and undesirable, so that he can exercise his professional judgement in the light of this 

knowledge. The responsibility of the health authorities is not complete when a new drug is 

cleared for clinical trial or general use: subsequent information may persuade the authorities 

to withdraw or modify the terms of the approval on the basis of accumulated experience. 

Legislative and regulatory requirements for drugs vary in different countries; the extent to 

which a national health authority is able to determine the quality, safety and efficacy of 
drugs sold or distributed varies also according to resources, facilities and expertise 

available. 
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1.4 In a number of countries, drug registration or notification procedures have been, or 
are being, introduced whereby a government permit's the sale of only those drug products 
which it approves and for which acceptable claims are made, subsequent to the manufacturer 
having submitted documentation and samples of the product and having demonstrated that it 

complies with regulatory requirements. 

1.5 During the last decade the number of new, single chemical entity drug products 
reaching the market in those countries having comprehensive regulations showed an initial 
tendency to decline and it has been said that stringent requirements for preclinical and 
clinical testing of new drugs were responsible for this decline. However, it is generally 
recognized that new drugs reaching the market are more thoroughly tested and better 
investigated, and that the physician has more reliable information regarding their use than 
would have been the case had these regulations not been in force. It is interesting to 
note that in 1970 and 1971 there appears to have been a significant upswing in the number of 
new drugs submitted to such regulatory bodies, with a corresponding increase in the number of 
products cleared for clinical trial and general marketing. 

1.6 Internationally, regular exchange of information on drugs between national health 
authorities is increasingly needed. Information on serious toxicity of drugs which require 
regulatory action in one country are of interest to other countries.1 Information on the 
assessment of safety and efficacy of new drugs by health authorities in countries having the 
necessary facilities are of interest to importing countries not having such facilities. The 
need is also increasingly felt for an international certification scheme to ensure the 
desired level of quality of drugs in international commerce. At least in groups of countries 
of comparable socio- economic development, there is a trend towards mutual recognition of 
pharmaceutical inspection. As problems of modern drugs transcend national boundaries, the 

international organizations are increasingly called upon to provide help in the search for 
effective solutions. 

2. EVALUATION OF SAFETY AND EFFICACY 

2.1 In the development of new drugs, a potential therapeutic agent is first screened for 
biological activity in laboratory mammals. If the substance shows potentially useful 

pharmacological or therapeutic activity, then the toxic effects are determined in experimental 
animals. Toxicological laboratory testing of chemical substances, before they are used in 
clinical trials, is at present the best available approach to toxicity in man. There are 

obvious difficulties in extrapolating laboratory results to human beings because of the 

differences in species susceptibility and metabolism. To cope effectively with the broad 

problem that society has to face with the toxic potential of the steadily increasing number 

of drugs and pollutants, more research is needed to elucidate the basic biochemical 

mechanisms involved and to supplement it, where feasible, with epidemiological studies in 

human beings. Continuing review and reappraisal of the relevance of routine tests is also 

needed to adapt toxicological laboratory testing to the progress of knowledge in order to 

avoid unnecessary tests and to ensure that requirements for such testing do not give an 

assurance of safety that may be illusory. The possibility of stimulating international 

collaborative research on toxicological drug testing through reference centres could be 

explored in the future. 

1 Under the terms of resolutions WНА16.36 and WHA23.48 (Handbook of Resolutions and 

Decisions, 11th ed., p. 121 and p. 125 respectively), communications received by WHO from a 

national drug authority in a Member State on any official action taken to restrict or ban the 

use of a drug for its adverse effects or for lack of efficacy, together with the reasons for 

such action, are disseminated by WHO to all Member States in suitable terms agreed between 

the reporting authority and the Organization. As at 31 December 1971 a series of 97 drug 

information circulars had been distributed. 



• 

А25/13 

page 5 

Appendix 1 

2.2 The responsibility for the experimental testing of new drugs before they are used in 

clinical trials generally rests with the individual manufacturer. Practices vary in different 

countries with respect to the initiation of clinical trials following the toxicological and 

pharmacological evaluation of a potential new drug. Where regulatory agencies control this 

activity, regulations for the control of new drugs under investigation are intended to 

protect patients against undue risk. 

2.3 As there is no such thing as an absolutely safe drug, the responsibility of the control 

authority is to ascertain, on the basis of the evidence submitted by the manufacturer or from 

other sources, that the actual or potential hazards associated with the use of the product 

have been identified. Clearly, the safety of any medicine in relation to its efficacy 

depends on a determination of its toxicity and adverse effects as revealed by studies in 

laboratory animals, clinical trials and later experience under the conditions of wider 

distribution and use. A high degree of toxicity might be acceptable in a substance which 

stayed the progress of cancer, or in a life -saving, antibacterial agent used for a short time, 

whereas a drug used for a trivial condition over a long period would have to be relatively 
innocuous. In both cases the drug is useful if the expected benefits for the patient outweigh 

the risks involved in its use. With modern medicines, the risk involved in any efficacious 
therapy can be minimized by an awareness of the possibility of the occurrence of unwanted 
drug effects and by a careful assessment of the risk benefit ratio. 

2.4 In most countries, the primary function of government drug regulatory agencies is to 
ensure that new drugs are not marketed before every possible step has been taken, in the light 

of current scientific and medical knowledge, to ascertain that they are safe under the 

conditions of use and for the purpose recommended by their manufacturers. However, experience 

has shown that neither exhaustive preclinical investigations nor properly conducted clinical 
trials can provide complete protection against unpredictable, rare and sometimes serious 
adverse effects of new drugs which may occur in the course of wide and prolonged use after 

market release. It is very important, therefore, to bring possible adverse effects of all 

medicines to the notice of doctors who could then weigh the risks against the expected 

therapeutic benefits for the patient. Modern drugs depend for their effectiveness on their 

ability to modify biological processes without which they are unlikely to be of use in the 
treatment of disease; and, if they have this property, they are certain to produce unwanted 
effects in some patients. Because of this problem, the systematic collection, tabulation and 

analysis of reports of adverse reactions to drugs has become a matter of great importance to 

national regulatory bodies. Many countries have established, or are establishing, monitoring 
systems for adverse reactions to drugs and some of them are collaborating with WHO in an 

international programme.1 

1 As at the end of 1971,12 countries were participating in the WHO Research Project for 

International Drug Monitoring through designated national monitoring centres; 49 825 reports 

were received from the participating national centres and, of these, 30 557 were selected for 

entry into the project's computer file, accounting for 1926 different active therapeutic 

substances listed under 5577 drug names. A number of documents containing various listings 

and tabulations of drugs and suspected adverse reactions are produced by the project and 

distributed regularly to the participating national centres. For the years 1972 and 1973 it 

is proposed that the development of the project's objectives should be continued with 

particular reference to the methods of evaluation of data available from the project in 

collaboration with national drug monitoring centres (Off. Rec. Wid 11th Org., No. 199, 

Chapter II, paras 106 -112. 
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2.5 In some countries, the responsible authorities are bound by legislation to ascertain, on 
the basis of data submitted by the manufacturer or from other sources, that a product cleared 
for marketing is not only safe but also efficacious for the purpose for which it is intended. 
Requirements máy include substantial evidence of effectiveness, consisting of adequate and 
well controlled investigations, including clinical investigations by experts qualified by 
training and experience to evaluate the effectiveness of the drug involved. It is assumed 
that ineffective drugs, even if relatively innocuous, can be hazardous to public health because 
patients' conditions can be jeopardized by ineffective medicines and because they are wasteful to 
individual and public economic resources. It is also understood that regulatory requirements 
are not intended to control the practice of medicine, but to protect the consumer from health 
hazards and fraud associated with the distribution, sale or advertising of ineffective drugs.1 

2.6 The question has been raised as to whether, at the present state of scientific and 

medical knowledge, it is possible to reach uncontroversial conclusions on the effectiveness 

of drugs. The history of medicine abounds with remedies that were long and widely used 

before falling into disrepute and vanishing. Their imagined triumphs really belonged to the 

healing powers of nature. In recent years, along with the discovery of powerful and active 

drugs, the haphazard therapy, the anecdotal report and the "clinical testimony" lost favour 

as a proof of the effectiveness of treatment. The unpredictable course of many diseases and 

complaints, and the biases and expectations - both positive and negative - of patients and 

physicians made reliable evaluation of drugs difficult in the absence of formal experimental 

control. 

2.7 The controlled clinical trial, developed in recent years on the basis of a statistical 

approach, has been considered as the best way of ascertaining the probability that a given 

form of treatment will benefit a given patient, and of comparing it with others. Knowledge 

of probabilities has long been known to be important to the physician for judging diagnosis 

and prognosis and it is, indeed, just as relevant in judging treatment. Although to attain 

scientific validation in clinical therapy one has to contend with events and difficulties 

that do not occur in laboratory experiments - as, for instance, ethical considerations2- 

a well designed and properly conducted clinical trial satisfies the essential criteria of the 

scientific method: the unbiased observation, recording and analysis of data aimed at deriving 

reliable answers to clearly formulated questions and the 'reproducibility of the results. It 

is generally recognized that the controlled clinical trial has added, in many instances, 

scientific method to the clinical evaluation of drugs and a new dimension to the regulatory 

control of medicines. 

2.8 Before the era of modern drugs, the practice of medicine required much personal art in 

the prescribing of multiple ingredients to be skilfully compounded for individual patients, 

each ingredient being intended to attack each symptom. Today it is often possible to 

control a disease or an entire symptom complex with a potent, single drug; yet few patients 

escape simultaneous treatment with several drugs. It has been said that multiple drug 
therapy is often unnecessary. The usefulness of some fixed combinations of two or more 
active ingredients has also been questioned because they may not meet the needs of individual 
patients. Until the principles of drug interaction are better known, through basic 

pharmacological research and controlled clinical studies, the prescribing of relatively new 
drugs for concurrent administration in the same patient may result in unexpected and sometimes 
unwanted clinical effects. The results of research of drug interaction, carried out in 

different countries, is becoming relevant to the development of rational drug therapy and to 
regulatory bodies; international co-ordination and collaboration in such research would seem 

desirable. 

1 The "ethical and scientific criteria for pharmaceutical advertising" were adopted by 

the World Health Assembly in resolution WHA21.41 (Handbook of Resolutions and Decisions, 11th ed., 

p. 125). 

2 
The ethical and legal aspects of drug trials in human subjects were reviewed by a WHO 

scientific group on "Principles for the Clinical Evaluation of Drugs" (Wld 11th Org. techn. 

Rep. Ser., 1968, No. 403, pp. 17 -20). 
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2.9 One important aspect of safety which enters into the evaluation of drugs acting on the 

central nervous system is whether they are dependence -producing, because such substances are 

liable to be abused. In most countries, the control of narcotic drugs and dangerous 

substances is under legislation distinct from that which gives statutory control over the 
safety of other drugs for medical use, and may be vested in a separate authority. 
Nevertheless, it is essential that close attention is paid to this aspect of new drug 
evaluation. The systematic collection of data on dерendenîe liability of drugs is currently 
undertaken as part of the WHO Programme on Drug Dependence. 

2.10 Advances in the pre -clinical and clinical testing and evaluation of drugs make it 

possible to systematize the pattern of investigations that should be undertaken to demonstrate 
scientifically the safety and efficacy of new drugs. However, even in the most advanced 

areas of toxicology and pharmacotherapy, knowledge is far from complete and is constantly 
expanding and, therefore, this state of development provides little basis for the establish- 
ment of rigidly defined testing procedures. Under the circumstances, it is better to rely 
on experts to outline general principles for drug testing for the guidance of investigators. 

Such principles have been published in the WHO Technical Report Beres and it is essential 
that these reports are periodically reviewed in the light of scientific and technological 
advances. In view of the increasing importance of this field, there would seem to be a need 
for establishing a WHO Expert Advisory Panel on Drug Testing and Evaluation. 

2.11 The requirements for pharmaceutical quality of a new drug are established concurrently 
with its safety and therapeutic effectiveness. Control measures are then applied to ensure 
the desired quality of marketed preparations. 

3. PHARMACEUTICAL QUALITY CONTROL 

3.1 In the past, pharmacopoeias were intended to provide guidance for the preparation of 
drugs in the pharmacy; they contained directions for preparation and methods for checking the 
drugs prepared accordingly. With the development of pharmaceutical industries and the mass 
production of drugs outside the pharmacies, emphasis in pharmacopoeias moved from the 

preparation to the control of drugs by analytical methods based on specifications or standards. 
The policy of modern pharmacopoeias for admitting new preparations varies in different countries. 
Generally, only established drugs are included in pharmacopoeias; the new ones, after approval 

for general use, are usually included in supplements issued between the editions of the book. 

Thus, pharmacopoeias follow and complement the legal actions of national drug control 
authorities. That considerable developments have taken place in the pharmacopoeia) field may 
be seen from the inclusion of new analytical methods which constitute a better approximation 

to the therapeutic performance of the drug. Also, the revisions of pharmacopoeias take place 
at increasingly shorter intervals. 

1 The WHO Expert Committees on Drug Dependence review periodically the dependence 
liability of drugs which may require control measures under the international agreements on 
narcotic drugs. In its seventeenth report (Wld 11th Org. techn. Rep. Ser., 1970, No. 437) 

the Committee recommended international control measures of other substances most of which were 
subsequently included in the Convention on Psychotropic Substances signed in Vienna in 1971. 

2 
The following reports of WHO scientific groups were published: Principles of 

Pre -Clinical Testing of Drug Safety, Wld 11th Org. techn. Rep. Ser., 1967, No. 341; Principles 
for the Testing of Drugs for Teratogenicity, Wld 11th Org. techn. Rep. Ser., 1967, No. 364; 

Principles for the Clinical Evaluation of Drugs, Wld 11th Org. techn. Rep. Ser., 1968, No. 403; 
Principles for the Testing and Evaluation of Drugs for Carcinogenicity, Wld 11th Org. techn. 
Rep. Ser „ 1969, No. 426; Evaluation and Testing of Drugs for Mutagenicity: Principles and 
Problems, Wld 11th Org. techn. Rep. Ser., 1971, No. 482. 
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3.2 International specifications for pharmaceutical preparations and requirements for 

biological substances2recommended by WHO are published in the International Pharmacopoeia and 

the relevant expert committees' reports. This work of the Organization is carried out with 

the help of experts who have first -hand knowledge of the problems involved and who often 

co- operate with national pharmacopoeial commissions or national institutes for biological 

standardization; their participation in WHO's work also achieves a co- ordinating function 

among the national bodies they serve. The WHO International Pharmacopoeia and WHO International 

Biological Standards and Units have the status of recommendations of the World Health Assembly 

(WHA3.103and WHA18,74respectively). Chemical reference substances needed for tests and assays 

described in the International Pharmacopoeia are made available by WHO.5 For unification in 

the field of drug nomenclature, the Organization is operating a programme for the selection 

of international nonproprietary names for pharmaceutical substances in accordance with the 

relevant decisions of the World Health Assembly. Up to now 26 lists containing 2811 names 

have been published in the WHO Chronicle.6 

3.3 In order to ensure that all batches of a given drug are homogenous and of the same 

desired quality, it is essential to establish adequate and meaningful specifications regarding 

identity, strength, purity and other characteristics. The desired quality can then be 

achieved by strict adherence to these established specifications. The aim of quality control 

is sustained and uniform manufacture of products of defined quality for the consumers' 

protection, Specifications and standards for finished products provide, in precise and 

detailed terms, criteria on the basis of which the responsible control authority determines 

the acceptability of finished products. The Good Practices in the Manufacture and Quality 

1 The "Specifications for the quality control of pharmaceutical preparations - second 

edition of the International Pharmacopoeia" was published by WHO in 1967, with a supplement in 

1971. A number of provisional monographs and new or revised appendices were published in the 

twenty -fourth report of the Expert Committee on Specifications for Pharmaceutical 

Preparations (W1d 11th Org. techn. Rep. Ser., 1972, No. 487). 

2 
Lists of available Requirements for Biological Substances and of International 

Standards and Reference Preparations for use in potency assays are annexed to the reports of 

the WHO Expert Committees on Biological Standardization which are published in the WHO 

Technical Report Series. 

3 
Handbook of Resolutions and Decisions, 11th ed., p. 114. 

4 
Handbook of Resolutions and Decisions, 11th ed., p. 117. 

5 
International chemical reference substances can be obtained from the WHO Centre for 

Chemical Reference Substances, Apotekens Centrallaboratorium, Box 3045, S -171 03 Solna, 

Sweden. At present 46 reference substances are available and work is in progress to establish 

26 new ones. 
6 
The WHO programme on the selection of international non -proprietary names (INN) has 

been in operation since 1953 and is based on the "Revised general principles for guidance in 

devising international non- proprietary names for pharaceutical preparations" (Handbook of 

Resolutions and Decisions, 11th ed., p. 116). Cumulative lists, containing all the names 

published in the WHO Chronicle, were issued in 1962, 1967 and 1971. 
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Control of Drugslrecommended by the World Health Assembly (WHA22.50) are guidelines for the 

manufacturer and the inspecting authority to ensure production control. Since quality of 
drugs must be "built into" products from the beginning of manufacture, production control is 

the principal method of maintaining desired quality levels of pharmaceutical products. 
Technological advances in drug production make it necessary for periodical review of the 
above -mentioned recommendations with a view to updating them as needed. Regular exchange of 
knowledge and experience of pharmaceutical scientists and technologists, and of officials 
responsible for drug control in different countries, is essential to achieve these objectives. 

3.4 Regulations for good manufacturing practices of pharmaceutical products were implemented 

in several countries. The "Good Practices in the Manufacture and Quality Control of Drugs" 

were adopted by the World Health Assembly as a prerequisite for a certification scheme of 

drugs in international commerce2 with a view to ensuring the desired level of quality of such 

drugs (WHA22.50). Although national inspecting systems are not uniform, they are gradually 
becoming sufficiently similar and comparable in some groups of producing countries to 

obviate the necessity for the authorities in importing countries to make their own control. 
For example, the EFTA3 Convention on Mutual Recognition of Pharmaceutical Inspection provided 

machinery that would enable the responsible authorities in countries importing pharmaceutical 

preparations to obtain, through the inspectors of the exporting country, information 

equivalent to that which they would seek through their own inspectors if manufacture were in 

their own country. 

3.5 In recent years, the question of biological availability of pharmaceutical preparations 

was raised with regard to a number of products for oral administration. Absorption studies 
in man have shown that a therapeutically active substance could be compounded in different 

pharmaceutical forms which made the substance more or less biologically available to the body, 

depending on such factors as the particle size in a preparation, the "inert" excipients and 

the coating of a tablet. This raised issues as to what constitutes adequate quality control 

and meaningful speoifications and standards in respect of therapeutic performance. New 

disclosures also include evidence of unsuspected tablet-to-tablet variation in performance, 

detection of previously unsuspected toxic impurities and also that active ingredients 

decompose on storage more often than was suspected. Stability of pharmaceutical preparations 

is particularly important for products in international-commerce. The impact of technological 

progress on drug quality control may bring new developments in this important area, in terms 

of new control procedures which could be more meaningful, more precise, more convenient and 

more economical. 

3.6 All control measures designed to ensure adequate quality, safety and efficacy of drugs 

cannot be successful without a medical profession well informed as to both the risks and 

benefits of drug therapy. Continuing education and information on the use of modern drugs 

is therefore essential to the total health effort. 

1 This text (Off. Rec; Wld 11th Org., No. 176, Annex 12, part 1) was circulated to 

Member States and, on the basis of comments received, suggested amendments for consideration 
in connexion with a future revision are included in the twenty -fourth report of the Expert 
Committee on Specifications for Pharmaceutical Preparations (Wld 11th Org. techn. Rep. Ser., 

1972, No. 487). 

2 
This text (Off. Rec. Wld 11th Org., No. 176, Annex 12, part 2) was circulated to 

Member States and several comments received indicated that a thorough review of the 
recommended certification scheme is needed. The scheme is now being studied and a revised 
text will be submitted for the consideration of the World Health Assembly. 

З 
European Free Trade Association, 
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4. EDUCATION AND INFORMATION 

4.1 Currently, in the field of modern drugs, important roles are played by drug research 
workers, manufacturers and officials of regulatory bodies, but the key role is that of the 

prescribers. The latter are faced with the difficult problem of making choices from a wide 
range of new and old pharmaceutical products and of assessing a wealth of information from 

biased as well as from unbiased sources. Before the "pharmaceutical revolution ", the 

physician used to prescribe a rather limited number of active drugs and he was in a position 

to accumulate experience of their therapeutic value and adverse effects in his daily practice. 

At that time, it was appropriate for medical schools to concentrate on teaching the patho- 

physiology of disease and the art and science of diagnosis. With the development of new and 

potent drugs, pharmacotherapy became a very important, even if not the most important, part of 

medical practice, and the administration of these drugs has become as specific as the surgeon's 

knife. However, teaching of and training in drug therapy is still neglected in many medical 

schools and, even when the physician is provided with fundamental knowledge at the time of 

graduation, he still needs to continually update this knowledge whilst in practice. 

4.2 In recent years, it has been increasingly realized that the teaching of basic 

pharmacology in the medical schools is not sufficient to equip the physician with the essential 

scientific and critical attitudes towards the use of modern drugs. To the medical student, 

as to the physician, pharmacological data per se are valueless unless he is able to apply them 

to the practice of medicine. As students must be taught pharmacology from the standpoint of 

the actions and uses of drugs in the prevention and treatment of disease, the emphasis has 

moved from the basic science approach to the clinical approach and a new discipline is being 

developed and is known as Clinical Pharmacology. As drugs are less and less used in an 

empirical manner, the teaching of rational drug therapy is based, wherever possible, upon a 

correlation of the pharmacological actions of drugs with pathophysiological, microbiological 

and other aspects of disease. The objectives of this new discipline are the correlation of 

pharmacology with related medical sciences, the interpretation of the action and uses of 

drugs from the viewpoint of important advances in medicine, and the application of 

pharmacodynamics and pharmacokinetics to therapeutics. It is also thought that teaching in 

clinical pharmacology can provide a "way of thinking" about drugs which will help the student 

and the physician to better understand and critically evaluate the literature on drugs. 

4.3 The problem to be solved in this area is the serious lack of adequately trained clinical 

pharmacologists in most countries. The development of departments of clinical pharmacology 

in the major medical teaching centres has been initiated in some countries. Such departments, 

in addition to their role in the investigation of new and existing drugs, should provide 

undergraduate and postgraduate teaching in the principles of drug usage, and co- ordinate with 

and advise other departments involved in practical instruction in therapeutics. A study 

group recently convened by WHO outlined the scope, organization and training in clinical 

pharmacology) A further step could be the organization of seminars in both developed and 

developing countries. 

4.4 The need for keeping the medical profession abreast of developments in drug therapy was 

stressed by a CIOMS Round Table Conferencе2in 1968 which stated: "In view of the rapid 

development of new and increasingly effective and toxic drugs, it is essential that the 

practising physician should accept personal responsibility for maintaining himself up -to- 

1 "Clinical Pharmacology - Scope, Organization, Training ", report of a WHO Study Group 

(Wld 11th Org. techn. Rep. Ser., 1970, No. 446). 

2 
Council for International Organizations of Medical Sciences (CIOMS) Round Table 

Conference on "Evaluation of Drugs: Whose Responsibility ? ", Geneva, 8 -9 October 1968. 
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date in drug therapy. It is the responsibility of the organized medicine and academic 
institutions to provide means for achieving this continuing education. Teaching, licensing 
authorities should give consideration to the need for appropriate postgraduate education in 
drug therapy for physicians to keep them in good medical standing." 

4.5 In some countries, expanding facilities for information on drug therapy are being 
developed in order to provide the practising physician with: (i) post - graduate education in 

current drug usage through regular courses in academic institutions, lectures given by 
faculty members, round table discussions, and training programmes in community or district 
hospitals; (ii) comprehensive information on new drugs disseminated by national health 
authorities through newsletters and bulletins, including the opinions of consultants from 
outside of government and price information; (iii) critical reviews of new and existing 
drugs published by medical associations or other independent bodies as newsletters, articles 
in medical journals, audio -tapes and yearbooks. 

4.6 While recognizing the importance of teaching basic pharmacology to medical students 
wherever possible, the present trend seems to emphasize the need for the practising physician 
to know how to use drugs in patients. To use the new technology which science has put at his 

command, it is not always necessary for the physician to know the basic sciences from which 
the technology is developed; and as science advances and becomes more complex, it becomes 
increasingly difficult for him to do so. The modern physician does not have to learn the 
basic sciences on which an X -ray machine or an electrocardiograph are constructed. Almost 
none of the physicians who daily prescribes antibiotics knows, nor cares, about their 
chemical nature or mode of action on cell membranes. What he is required to know is how to 
use them in medical practice, which may be considered a medical knowledge derived from basic 

sciences. In this connexion, it might be useful to further explore the kind of information 
on drug therapy that would be essential to the prescribers - in different conditions of 

practice in developed and developing countries - to keep them abreast of developments in drug 
therapy. 

4.7 The insistent demand of the public to take medicines for every ailment undoubtedly 
contributes to drug misuse and abuse. Expectation of miracle drugs and magical cures have 

been partly responsible for the indulgent attitude of some physicians, who, instead of 

concentrating only on the well -being of the patient and on rational therapy, especially in 

trivial conditions, prescribe unnecessary active drugs. Furthermore, the indiscriminate use 

of new drugs which provide symptomatic relief for the patient, without devoting the necessary 

time and attention to the diagnosis of the underlying disease, has sometimes impaired medical 

care because such symptomatic therapy can mask the diagnosis and render the subsequent outcome 

more hazardous. Drug misuse - or sometimes drug abuse - is also due to the tendency among 

some patients to expect too much from modern drugs, which have been regarded not only as a 

means of treatment of disease but also a way of changing moods and improving life, and a 

substitute for self -control. Better education and information on the use of modern drugs 

would certainly contribute, to the solution of these problems. In order to delineate the 

misuse of modern drugs, there is a need for a thorough investigation of drug consumption 

and its relationship to health services in some selected areas, based on uniform methodology. 

4.8 There is evidence that accidental or suicidal acute poisoning from drugs and chemicals 

is of increasingly serious consequence in many countries. In emergency situations, poison 

information services provide quick information on the composition, likely toxicity of these 

substances and advice on treatment. Poison control centres have also been established and 

include diagnostic and treatment facilities. In view of the increasing likelihood of 

exposure to potentially toxic chemicals in the future, there would seem to be a need for a 

closer study of the scope, organization and training in clinical toxicology. 
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4.9 Science and technology have made their imprint on the development, manufacture and use 
of drugs and this trend is irreversible. The physician who is being taught the rational 
approach to drug therapy will increasingly reject past practices of intuitive prescribing. 
Medicine, however, is still a blend of art and science and the physician, having reached as 
rational a decision as possible about modern drug therapy, still needs "clinical art" for the 

human interchange, during which he explains to the patient his ailment and the proposed 
treatment. In psychological or psychosomatic disorders, the placebo is the oldest weapon 

the physician had at his disposal and he is still using it in his daily practice for the 
benefit of the patient. The beneficial effects of placebos are of course not related to 
drug therapy but concern medical care and depend on the "clinical art" which is at present - 

and may always be - beyond the reach of science. 
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6. QUALITY, SAFETY AND EFFICACY OF DRUGS: Item 2.4 of the Agenda (Resolution WHА24.56; 

Document ЕВ49/5) 

Dr LAMBO, Assistant Director -General, said that the Twenty- fourth World Health Assembly 

had decided for the first time to discuss together the quality, safety and efficacy of drugs 

and had emphasized the need for an integrated approach to drug control for two reasons. 

First, it was not enough to determine the quality, potency and purity of a drug without 

assessing its therapeutic value. Secondly, a drug of uncertain quality, potency and purity 

could not be considered either efficacious or safe. The Assembly had stressed the importance 

of further information on, and continuing education in, the use of modern drugs, since any 

benefits from their administration would ultimately depend on the medical profession being 

fully informed of the proper way to use them. 

In response to resolution WHA24.56 the Director- General had presented in the Annex to 

document ЕВ49/5 a review, prepared with the help of consultants, of some problems of modern 

drugs, indicating areas where the Organization could most effectively expand its programme in 

the future. Dr Lambo drew attention also to toxicological evaluation as a very important 

area in relation not only to the control of drugs but also to the numerous chemical substances 

to which man was currently exposed. In this connexion, the Director -General had recently 

approved the establishment of an expert advisory panel on drug evaluation, which would help 

to maintain the interest and active collaboration of relevant specialists. 

Resolution WHA24.56 had also requested the Director -General to consider the creation of 

a system of collection and dissemination of information on results of safety and effectiveness 

trials of new drugs and on their registration. This was under study, and the Director -General 

would inform the Executive Board of his conclusions as soon as the feasibility of such a 

system had been ascertained. 

Dr VASSILOPOULOS said that there was no need to stress the importance of drug control. 

Referring to paragraph 4 of document ЕВ49/5, where it was stated that information on the 

results of trials of new drugs was usually provided in confidence by manufacturers, he 

pointed out that the difficulty lay in screening and evaluating the information so obtained. 

This required the expenditure of considerable time by experts, and was particularly difficult 

in countries with small financial resources. He suggested that the Director -General should 

continue to explore the possibility of WHO's acting as a clearing -house and repository of 

information. 

Dr RAMZI thought that the idea of setting up reference laboratories for international 

research on toxicological assays was good, and deserved to be implemented. Those laboratories 

would be of great help to all countries, particularly developing countries that could not 

afford such laboratories themselves. There should be closer links between the responsible 

headquarters units and the competent departments of national health ministries with regard to 

the collection of information on harmful side effects of drugs. 

Dr SÁENZ recalled that resolution WHA24.56 was concerned, first of all, with the required 

scope of drug -related activities in WHO programmes. The Annex to document ЕВ49/5 showed the 

situation in Member States and revealed the interest of governments in the evaluation of drugs 

to determine their therapeutic effects, safety and effectiveness. He congratulated the 
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Director -General on setting up an expert advisory panel on drug evaluation: its deliberations 

would be useful to Member States facing increasingly difficult problems of drug safety and 

therapeutic efficacy. It was clearly indicated in paragraph 2.1 of the Annex that toxico-' 

logical studies of drugs were based on the same methods as the studies of environmental 

pollutants such as food additives and pesticides. Such activities should be co-ordinated 

as recommended in the document. Other important areas of study were drug control and 

drug interaction. He also drew attention to multiple therapy, which was often used 

unnecessarily. 

Referring to section 4 of the Annex, concerned with education and information on drugs, 

he. insisted that it was absolutely essential in any information effort to take into account 

the receptiveness of physicians. Relevant studies in both developed and developing countries 

would be of great interest, Since many modern drugs were international, and used under 

different names in many countries, the problem of information went beyond national boundaries. 

Here there was an important role for WHO at the international level. 

Resolution WHA24.56 referred to the possibility of setting up an information system on 

new drugs which would provide data that could be used by the health authorities of countries 

importing pharmaceutical preparations. The proposal was extremely useful, and he expressed 

the hope that the study group referred to in paragraph 4 of document ЕВ49/5 would meet as 

soon as possible and that the Board could examine its findings. 

In conclusion, he stressed that it was extremely important in WHO programmes to give the 

necessary support to work on drugs, since there was a real interest in such work on the part 

of national health authorities. The contribution of drugs to the prevention and cure of 

disease was constantly increasing - but so was their cost; and cost efficiency ratios were 

an important element that must be taken into account in planning public health services in 

all countries. This meant that health administrators must take an interest only in 

safety of drugs but also in their efficacy and the best way of using them. He expressed his 

support for the Director -General's report concerning the expansion of activities related to 

the quality, safety and efficacy of drugs. 

Dr SCEPIN said that there were two possible ways of solving the problem of drug control 

for importing countries. One was to set up a national control body; and the other was to 

ask exporting countries to reinforce their control of the drugs exported. It was important 

to remember that many firms engaged in the manufacture of drugs did not carry out such control 

themselves but, at best, relied on outside bodies for the purpose; government control was 

therefore essential. 

Referring to the Director -General's report, he said that the control measures advocated 

in paragraph 1.3 of the Annex could provide a guarantee provided they were, in fact, applied 

by the exporting countries. There again, however, it was essential to entrust responsibility 

for the quality of drugs to a government body and to co-ordinate national legislations. 

Regular exchange of information on drugs, as suggested in paragraph 1.6, would only be 

effective if all countries adopted the same underlying principles. That was particularly 

true of any system of certification for drugs in international commerce, a prerequisite of 

which was a detailed study of what should be the contents of such a certificate if it was to 

provide a genuine guarantee of quality. That proposal should be studied further and defined 

more clearly. 

The need for monitoring adverse reactions to drugs at the national level, referred to in 

paragraphs 2.3 and 2.4, was self -evident; but he did not regard it as the first priority. 

The first step should be to limit the number of drugs whose quality was not adequately 

controlled and which might have adverse effects, and then to consider the possible adverse 

effects of any remaining drugs. 
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The guidelines set out in the "Good Practices in the Manufacture and Quality Control of 

Drugs ", to which reference was made in paragraph 3.3 of the Annex would afford a good basis 

for improving the quality of drugs, and countries with their own pharmaceutical industries 

should have no difficulty in adopting those practices. 

Turning to paragraph 3.4 of the Annex, he reiterated that the proposal for a system of 

certification of drugs in international commerce should be more clearly defined. A system 

of mutual recognition of pharmaceutical inspection would somewhat ease the difficulties 

arising from lack of information from manufacturers, and the matter deserved serious study. 

The shortage of clinical pharmacologists and specialists, dealt with in section 4, was 

felt by many economically developed countries. But it was difficult to see how the developing 

countries could undertake supplementary clinical trials: their first need was for specialists 

capable of evaluating the information submitted to ascertain whether a given drug was suitable 

for use in their countries. 

Lastly, the information work required to enable physicians to keep up with developments 
in drug therapy was carried out differently in different countries. In that connexion, the 

outcome of the study would be particularly important. 

Dr BEDAYA -NGARO said he fully supported the proposal in paragraph 4.3 of the Annex that 

seminars on clinical pharmacology should be organized in both the developed and the developing 

countries, and he trusted that it would be realized. Further, in addition to pharmacological 

laboratories or departments, the possibility of setting up specialized services to deal with 

the adverse effects of drugs should be considered. 

Dr AMMUNDSEN said that in some countries both public and medical opinion were growing 

increasingly critical of many aspects of the drug question, in particular of the number of 
drugs available, of the costs involved, and of the lack of information supplied to the 

medical profession in such a rapidly developing field. The proposal for keeping the medical 

profession abreast of developments in drug therapy, as made in paragraph 4.4 of the Annex, 

was an ambitious one and difficult of attainment, but any help that WHO could render to 

national authorities would be most welcome. 

Supporting the Director -General's proposals, she emphasized the need to develop clinical 

pharmacology. It was a new discipline in many countries (including her own, where a committee 

was presently at work on its establishment) and as such should have its own image, separate 

from that of traditional pharmacology and toxicology, International co-operation was of the 

utmost importance for a new specialty, and the seminars and other means of contact proposed 

in the Director -General's report would be most useful for countries in the same position as 

her own. 

Dr DIAWARA emphasized the difficulties that drug control presented for countries without 

the necessary means for testing safety and efficacy. For that reason, he considered a system 

of international collaboration under WHO's aegis was to be desired. He further considered 

that such a system should encompass the training of, and supply of information to, practising 

doctors. 

Dr BAUHOFER said that the Austrian Medical Advisory Council had drawn up, and recommended 

to the Federal Ministry of Social Affairs, guidelines for clinical testing of drugs. The 

guidelines had not been given legal force, so as to retain flexibility for adjustment to new 

developments. He asked whether WHO knew of any similar guidelines; and, if so, whether 

they could be made available to other countries with a view to co- ordination and harmonization. 
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Professor AUJALEU said that the Director -General's report was an excellent survey of the 

problems involved in drug control and of some of the solutions envisaged, but it made no 
definite suggestion for action by WHO at the international level. He recognized that the 
subject had not as yet been sufficiently analysed to allow the Director -General to make formal 
proposals at that stage, and he also noted that a study group was to be convened to consider 
the matter further. In the circumstances, he considered the Board should merely take note of 
the Director -General's report and await the study group's proposals for a more detailed 

discussion of the matter. 

Dr BLOOD, alternate to Dr Ehrlich, said a vital factor in any programme of drug control 
was the free exchange of information on the safety and efficacy of drugs. Monitoring of 
adverse reactions and the wider dissemination of information were part of an operation whose 

value would be enhanced if WHO could evaluate such reactions before they were relayed to 

governments. The interpretation of the significance of adverse reactions was obviously not 

an easy task but it was one for which WHO was uniquely well prepared. 

Referring to paragraph 4.6 of the Annex to the Director -General's report, he said he 

believed there were two fundamental needs: first, to enable trained physicians to acquire 
the medical knowledge that would make them better therapists; and, secondly, to find means 

of providing medical students with pharmacological information as part of their basic training. 

Dr HEMACHUDHA asked whether WHO had any information on the safety of plastic containers 

used for parenteral solutions, a use which was prevalent in developing countries and especially 
in his own. 

Dr LAMBO, Assistant Director -General, replying to points raised, noted that much of the 

Board's discussion had centred on the need for a free flow of information from headquarters 

and the regions to national ministries, and between the various disciplines concerned. In 

that connexion, he referred members to the proposal for an expert advisory panel on drug 

evaluation which would take all such matters into consideration. In effect it would be 
multidisciplinary, its membership being drawn from the fields of chemistry, pharmacology, 

toxicology, pathology, microbiology, epidemiology, statistics, and the clinical sciences (the 

latter including experts on the regulatory aspects of drug evaluation). The Director -General 

would submit concrete proposals of the type referred to by Professor Aujaleu and would also 
review the question of clinical pharmacology; the Director -General had already given considera- 

tion to the enlargement of the programme in that field. 

Lastly, the question of adverse drug reactions was also being examined by the relevant 

division and there was a free flow of information between all the various units concerned. 

Mr WALLEN (Pharmaceuticals), replying to the question put by Dr Hemachudha, said he 
regretted that he was not in a position to give a detailed answer at that stage. The 
Expert Committee on Specifications for Pharmaceutical Preparations, however, in its twenty - 

fourth report, which the Board had considered at its first meeting, had noted the need for 

specifications for plastic Containers used for parenteral solutions and had called for a 

study, in response to which consultations had recently started. He trusted that that work 
would lead to a comprehensive report on the question. 

Dr LAMBO referred the Board to the ethical guidelines reviewed by the Council for 

International Organizations for Medical Sciences (CIOMS) at its conference in 1967 and which 

still remained valid. 

Dr BLOOD, alternate to Dr Ehrlich, said that the drug information circulars on safety 
and efficacy were worthy of special mention and had been of great value to governments. He 
trusted that the practice would be continued and expanded; and suggested that some reference 
to the circulars should be incorporated in any draft resolution adopted by the Board on the 
item. 
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The CHAIRMAN said he assumed that it was the Board's wish to include a reference as 

suggested by Dr Blood in the draft resolution. 

In the absence of further comment, Mr WOLDE- GERIMA, Rapporteur, read out the following 
draft resolution: 

The Executive Board, 

Having examined the report of the Director- General on the quality, safety and 
efficacy of drugs; 

Mindful of the importance of developing a co- ordinated approach to the problems of 

drug quality, safety and efficacy and to the monitoring of adverse reactions, including 
drug dependence; 

Convinced of the need to assist national health authorities and the medical 
profession to meet their responsibilities in that field, 

1. NOTES with appreciation the studies that have been undertaken in accordance with 
resolution WHA24.56; 

2. EXPRESSES appreciation of the series of drug information circulars on safety and 

efficacy distributed by the Organization in response to resolutions of the Health 

Assembly; and 

3. REQUESTS the Director -General to submit the report to the Twenty -fifth World Health 

Assembly together with any supplementary information he may deem useful and the summary 

record of the discussion during the forty -ninth session of the Executive Board. 

1 
Decision: The resolution was adopted. 

1 Resolution EB49.R8. 


