
WORLD HEALTH ORGANIZATION EB89/INF.DOC./4 

ORGANISATION MONDIALE DE LA SANTE 11 D e c e m b e r 1 9 9 1 

EXECUTIVE BOARD 

曰ghty-ninth S e s s i o n 

P r o v i s i o n a l a g e n d a i t e m 1 3 . 2 

IMPLEMENTATION OF WHO'S REVISED DRUG STRATEGY 

In resolution WHA43.20 the Forty-third World Health Assembly requested the 
Director-General, inter alia’ "to report to the Executive Board and the Forty-fifth 
World Health Assembly on the use of the ethical criteria for drug promotion 
endorsed by resolution WHA41.17, and on progress made and problems encountered 
in implementing the revised drug strategy, the report to cover drug supply, 
prescribing practices, development of human resources, training of relevant health 
personnel on the rational use of drugs, quality assurance and drug information". In 
addition, at its meeting in January 1988 the Executive Board's (then A d Hoc) 
Committee on Drug Policies requested the Secretariat to report on the outcome of a 
review of the W H O International Drug Monitoring Programme and on guidelines 
for the implementation of the W H O Certification Scheme on the Quality of 
Pharmaceutical Products moving in International Commerce. 

In order to discuss this varied subject matter systematically, separate reports 
have been prepared on the above activities and on activities of the Action 
Programme on Essential Drugs. 

The present report is concerned with the first group of activities, and is 
divided into four parts dealing with: relationships with national drug regulatory 
authorities; the W H O ethical criteria for medicinal drug promotion; the W H O 
Certification Scheme on the Quality of Pharmaceutical Products moving in 
International Commerce; and the W H O International Drug Monitoring Programme. 
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I. Relationships with National Drug Regulatory Authorities 
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1. INTRODUCTION 

1.1 WHO's revised drug strategy, as endorsed by the Thirty-ninth World Health Assembly in resolution 
WHA39.27 in 1986, devolves from the Conference of Experts on the Rational Use of Drugs (Nairobi 1985), 
which brought together representatives of governments, pharmaceutical industries, and patients' and 
consumers' organizations to discuss ways of ensuring the rational use of drugs, in particular through improved 
knowledge and flow of information, and to discuss the role of marketing practices in this respect, especially in 
developing countries. In 1986 a report on this meeting and the revised drug strategy

1

 was presented to the 
Thirty-ninth World Health Assembly, which endorsed the strategy in resolution WHA39.26. 

1.2 Subsequently, the Director-General reported to the Health Assembly on two specific components of the 
strategy. In 1988 proposals to extend the use of the W H O Certification Scheme on the Quality of 
Pharmaceutical Products moving in International Commerce

2

 and ethical criteria for medicinal drug 

1

 Document WHA39/1986/REC/1, p. 93. 
2

 Document WHA41/1988/REC/1, p. 53. 
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promotion
1

 were endorsed by the Forty-first World Health Assembly in resolutions WHA41.18 and WHA41.17 
respectively. 

1.3 Within the context of these resolutions, the relationship and interaction between W H O and national drug 
regulatory authorities is of crucial importance. Over the past decade this relationship has been fostered both 
through the formal designation of national information officers

2

 and the institution of the biennial 
International Conferences of Drug Regulatory Authorities which are planned and sponsored under the aegis of 
W H O . Over the past two years the relationship has been influenced significantly by three additional 
developments. 

1.4 First, the momentum with which the European Community is moving towards a single market economy 
is lending impetus to initiatives supported both by the pharmaceutical industry and by governments on a wider 
front for a greater measure of harmonization of drug registration procedures and other aspects of drug control. 
Tripartite discussions directed to this end are now well advanced between the countries of the European 
Community, Japan and the United States of America. The challenge now rests with W H O to determine how 
these constructive developments can be supported, extended and adapted to the general advantage of its 
broader constituency of Member States. 

1.5 Secondly, evidence has accumulated to demonstrate that, in some countries, the regulatory process has 
become circumvented to a disquieting extent by fraudulent misrepresentation of both documents and products. 
Given the facts, no authority can reasonably remain complacent and W H O must assume a commitment to 
offer every possible support to those countries which, through lack of resources, are most vulnerable. In this 
connection, the World Health Assembly requested the Director-General in 1988, inter alia, "to initiate 
programmes for the prevention and detection of the export, import and smuggling of falsely labelled, spurious, 
counterfeited or substandard pharmaceutical preparations .. •“ (resolution WHA41.16). 

1.6 Thirdly, those countries that, within the past few years, have initiated local pharmaceutical production are 
now experiencing at first hand the challenges involved in assuring the quality of these products. Some 
impressive results have been achieved, but important failings are also on record. Under Article 2 of its 
Constitution, W H O not only has a responsibility "to develop, establish and promote international standards 
with respect to food, biological, pharmaceutical and similar products", but is also required "to furnish 
appropriate technical assistance • • • upon the request or acceptance of governments" and "to assist 
governments upon request, in strengthening health services".

3

 It is notable that the fourth ordinary session of 
the Conference of African Ministers of Health, (Mbabane, April 1991) called specifically on Member States to 
ensure the control of drugs and the process of their manufacture and, inter alia, requested W H O to collaborate 
with Member States in developing quality assurance systems.

4

 This meeting discussed the support that W H O 
currently offers to small drug regulatory authorities - particularly those in developing countries - having regard 
to the foregoing issues, and examined possible ways of extending the scope of this support. 

2. HARMONIZATION OF REQUIREMENTS FOR DRUG REGISTRATION 

2.1 In accordance with its constitutional requirement to develop, establish and promote international 
standards with respect to food, biological, pharmaceutical and similar products, W H O produced, in the late 
1960s and early 1970s, a series of technical reports on the principles to be observed in the clinical evaluation of 
new drugs and on various aspects of preclinical development including teratogenicity, carcinogenicity, 
mutagenicity and bioavailability.

5

 This work was endorsed and commended by the governing bodies, and in 
1971 the Executive Board adopted resolution EB47.R29 acknowledging WHO's role in "the establishment of 
internationally acceptable basic requirements for drug registration

11

. Subsequently, to satisfy its responsibilities 

1

 Document WHA41/1988/REC/1, p. 46. 
2

 Director-General's Circular Letter No. 27 of 30 December 1981. 

3 Basic documents, 38th ecL, Geneva, World Health Organization, 1988. 
4

 Conference of African Ministers of Health, Fourth ordinary session, (Mbabane, April 1991), Report (resolution 7 (iv), 
Rev.l). 

5 WHO Technical Report Series，Nos. 364, 403, 426, 482, 536 and 563. 
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as a major sponsor of clinical research internationally, W H O collaborated with the Council for International 
Organizations of Medical Sciences (CIOMS) in producing guidelines on safety requirements.

1 

2.2 Because of the general concensus that prevails within highly evolved regulatory authorities regarding the 
continued applicability of the basic principles at issue, there has been no cause to review this advice from an 
international perspective in recent years. However, some of the initiatives now being pursued between major 
regulatory authorities to standardize administrative as well as technical aspects of drug registration have wider 
relevance. There is a pressing and pervasive need, for instance, to assure the scientific integrity of clinical and 
laboratory data used to determine the safety and efficacy of every medicinal product that has either entered, or 
may subsequently enter, into international commerce, wherever it may have been generated. Criteria 
established to provide the necessary assurances should be recognized and respected not only within all national 
drug regulatory authorities but also by all editors of scientific journals who are required to determine the 
acceptability of relevant manuscripts submitted for publication. W H O is currently exploring the possibility of 
developing draft guidelines for good laboratory and clinical practices that are consonant with pre-existing 
national provisions. It also stands ready to review the feasibUity and desirability of adapting other aspects of 
current harmonization initiatives to subserve global needs. 

3. EXCHANGE OF INFORMATION ON NATIONAL REGULATORY DECISIONS 

3.1 Decisions adopted nationally to restrict the use of specific licensed products on grounds of safety have 
manifest relevance and importance wherever the products in question are available. Regular production of the 
WHO Pharmaceuticals Newsletter and the circulation of " W H O Drug Alert" bulletins, as the occasion demands, 
to the network of nationally designated information officers have the highest priority within the 
pharmaceuticals programme, although it is acknowledged that delays do recurrently arise in processing 
information through this channel. Improved data processing may attenuate the situation in the future but it 
cannot compensate for lack of the support staff that are essential to guarantee the reliability of any continuous 
activity of this nature. To ensure that consolidated information on banned and restricted products is issued 
regularly in English - and, resources permitting, also in French - W H O will henceforth print and distribute 
annually the pharmaceuticals section of the United Nations Consolidated List of Products Whose Consumption 
and/or Sale have been Banned, Withdrawn, Severely Restricted or Not Approved by Governments. The 
feasibility is also being explored of producing this list, together with other normative material, in C D - R O M 
format. 

4. WHO INTERNATIONAL DRUG MONITORING PROGRAMME 

4.1 A review of this programme, requested by the Executive Board's (then Ad Hoc) Committee on Drug 
Policies

2

 at its meeting in January 1988, is presented in Part IV of this report. Much of the review is 
concerned with the utility of spontaneous monitoring, which is depicted as the cornerstone of drug surveillance 
within every highly evolved national regulatory authority. However, the review also anticipates the need for 
additional approaches to drug surveillance that are directed to educational ends as well as to regulatory 
objectives, and to consideratons of cost-effectiveness as well as risk-benefit. 

5. WHO MODEL LIST OF ESSENTIAL DRUGS 

5.1 The Expert Committee on the Use of Essential Drugs, at its meeting in December 1989,
3

 emphasized 
that the increasing prevalence of strains of common pathogenic bacteria resistant to widely available, relatively 
cheap antimicrobials included in the Model List is dangerously eroding their effectiveness. In these 
circumstances, reserve antimicrobials - including the third-generation cefalosporins, the quinolones, and 
vancomycin - are needed. These are of value in a wide range of infections; but in order to reduce the risk of 
the emergence of resistance and because of their relatively high cost, it would be inappropriate to recommend 
their unrestricted use. They can be used effectively only when valid information is available on the prevailing 

1 Safety requirements for the first use of new drugs and diagnostic agents in man. Geneva, CIOMS, 1983. 
2

 A recommendation that the words "Ad Hoc" be deleted from the title of this body was approved by decision EB84(3) of 

the Executive Board in May 1989. 

3 WHO Technical Report Series, No. 796, 1990. 
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sensitivities of the target bacterial pathogens. The institution of a more systematic and coordinated 
international approach to laboratory monitoring of microbial sensitivity patterns was perceived by the 
Committee as an urgent need. Without this, and without the establishment of many more national 
micropathological reference laboratories, no basis exists for developing a truly rational approach to the use of 
antimicrobial substances. The report on the Committee's subsequent meeting, held in November 1991, is in 
preparation. 

6. WHO MODEL PRESCRIBING INFORMATION 

6.1 Manuals relating to drugs used in parasitic diseases, in mycobacterial diseases, and in anaesthesia have 
been produced. Work is in hand on drugs used in the treatment of sexually transmitted diseases including 
AIDS, and other bacterial diseases, and in neurology and dermatology. It is expected that, with current 
resources and using the same extensive consultative procedures, another five years will be required to cover the 
full spectrum of disease. At the same time, every effort will be made to update manuals already published as 
the need arises. 

6.2 In addition to its own information activities, W H O has actively promoted the role both of pharmacists
1 

and of clinical pharmacologists as vital sources of independent information and contributors to the education 
of the public and health personnel at all levels. 

7. WHO CERTIFICATION SCHEME ON THE QUALITY OF PHARMACEUTICAL PRODUCTS 
MOVING IN INTERNATIONAL COMMERCE 

7.1 Guidelines on the implementation of the Certification Scheme have been prepared as requested by the 
Executive Board's (then A d Hoc) Committee on Drug Policies at its meeting in January 1988. They have since 
been subjected to systematic consultation with interested parties within national administrations and the 
pharmaceutical industry. They were also considered by the W H O Expert Committee on Specifications for 
Pharmaceutical Preparations at its thirty-second meeting in December 1990, and during the Sixth International 
Conference of Drug Regulatory Authorities (Ottawa, October 1991) at which 70 national authorities were 
represented. The guidelines and revised proformas, which are presented in Part III of this report, are now 
being tested in a multinational collaborative study involving some 20 countries. The main objectives are to 
ensure transparency concerning the regulatory status of products in the country of origin, to reduce the 
opportunity for fraudulent use of the procedure (as required by resolution WHA41.16), to apply more rigorous 
requirements in the certification of products supplied through intermediaries, and to ensure effective 
investigation of certified products that fail to meet expectation in specific particulars. 

7.2 The aim of the Certification Scheme is to provide assurances by national authorities that pharmaceutical 
products manufactured under their jurisdiction are produced in accordance with WHO's "Good practices in the 
manufacture and quality control of drugs," as presented to the Twenty-eighth World Health Assembly.

2

 A 
comprehensively updated version of these requirements, prepared in collaboration with competent national 
authorities, was endorsed by the W H O Expert Committee on Specifications for Pharmaceutical Preparations at 
its thirty-second meeting in December 1990. It is planned to present the revised version to the Forty-fifth 
World Health Assembly for formal adoption in 1992. Annexes now in preparation will detail supplementary 
provisions that should be observed in relation to biological preparations such as those manufactured by D N A 
recombinant technology,

3

 monoclonal antibodies, and products prepared on a pilot basis for use exclusively in 
clinical studies of new drugs under development. 

7.3 Although implementation of the W H O Certification Scheme promotes greater confidence in the quality 
of drugs in .international commerce, additional safeguards were deemed necessary to ensure the safety and 
efficacy of vaccines purchased by United Nations Agencies for use in the Expanded Programme on 
Immunization.

4

 To meet this need, the Organization is reviewing a procedure to determine whether the 

1

 W H O document W H O / P H A R M / D A P / 9 0 . 1 . 

2 WHO Official Records, No. 226, 1975, p. 88. 
3 WHO Technical Report Series, No. 814，1991’ Annex 3. 
4 WHO Technical Report Series, No. 786, 1989, Annex 1 
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manufacturers of vaccines comply with the W H O requirements and whether the national authority has 
licensing procedures that assure the maintenance of those standards. 

7.4 Should global guidelines for good clinical practices and good laboratory practices be developed as 
anticipated in paragraph 2.2, consideration will be given to introducing these concepts into the Certification 
Scheme. More countries are becoming involved in various aspects of new drug development and particularly in 
the clinical testing of candidate preparations. International recognition of the results of these studies will be 
facilitated if broad international agreement can be achieved on the considerations that need to be satisfied to 
validate the results and conclusions of laboratory and clinical studies. W H O is currently reviewing the 
provisions already in effect in developed countries with a view to establishing global standards that are entirely 
consonant with those that already exist. 

8. WHO GUIDING PRINCIPLES FOR SMALL NATIONAL DRUG REGULATORY AUTHORITIES 

8.1 Guidelines developed through a process of informal consultation involving all national drug regulatory 
authorities, were endorsed by the Expert Committee on Specifications for Pharmaceutical Preparations at its 
thirty-first meeting.

1

 These identify the issuance of product licences and effective enforcement of licensing 
provisions as pivotal to any system of drug control, and emphasize that many of the difficulties inherent in 
storing, retrieving and analysing data that subserve the many facets of the regulatory process can now be 
overcome by the use of microcomputers and commercially available software packages. A need is perceived 
for a variety of follow-up activities to assess the impact of these proposals. In particular, information is 
required on: 

-the extent to which countries have completed an inventory of the products on their domestic markets 
in order to provide the necessary basis for control through licensing, the extent to which these 
inventories cover products available in the private as well as the public sectors, and the nature of the 
problems that they confront in this regard; 

-the mechanisms by which regulatory decisions are brought to bear on procurement, in both the public 
and the private sectors; 

-the rigour with which the W H O Certification Scheme is implemented to assure the quality of imported 
products, both branded and generic; 

-the resources that are directed to controlling the quality of locally manufactured drug products. 

8.2 It is recognized that specific consideration needs to be given to the registration of herbal preparations, 
and consultations are taking place with national regulatory authorities and other interested parties concerning 
draft guidelines for the assessment of such preparations. 

9. A MODEL COMPUTER APPLICATION TO SUPPORT THE DRUG REGISTRATION PROCESS 

9.1 A package comprising both software and complementary information has been developed collaboratively 
over several years by W H O , various national regulatory authorities and donor agencies, and plans are now in 
hand to design related modules concerned, respectively, with import licences, procurement and inventory 
control. The software and accompanying guidelines will be made available on request to competent national 
authorities free of charge and copyright. In so far as funding permits, support will be provided to authorities 
in developing countries to adapt the package to their specific requirements. 

10. ENFORCEMENT OF LICENSING DECISIONS 

10.1 Regulatory enforcement is dependent on the existence of an effective pharmaceutical inspectorate and 
access to a quality control laboratory operating to a standard that will ensure its credibility in the event of 
dispute. Proposed guidelines for pharmaceutical inspectors of manufacturing facilities will be published in the 
report of the thirty-second meeting of the W H O Expert Committee on Specifications for Pharmaceutical 

1 WHO Technical Report Series, No. 790, 1990, Annex 2. 
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Preparations. Later, it is also planned to develop guidelines for inspection of distribution channels and the 
Committee will update recommendations for small and medium-size drug control laboratories that were 
initially detailed, together with an inventory of essential equipment, in an earlier report.

1 

10.2 National authorities have been advised that the cost of pharmacopoeial analyses can be significantly 
reduced by more economical use of expensive international chemical reference substances, not only by 
establishing derivative in-house reference materials but also by using infrared reférence spectra for 
pharmacopoeial identification tests. An initial series of 40 such spectra - which several widely recognized 
pharmacopoeias already accept for this purpose - has now been established internationally through a process of 
validation endorsed by the W H O Expert Committee on Specifications for Pharmaceutical Preparations and a 
further selection is in preparation. 

11. THE INTERNATIONAL PHARMACOPOEIA 

11.1 With the publication of the third volume of The International Pharmacopoeia in 1988，monographs have 
been provided for almost all substances in the W H O Model List of Essential Drugs. Classical, relatively 
inexpensive methods of analysis have been preferred as a matter of policy wherever they can be accommodated 
without lowering standards. Activity is now directed to establishing analogous quality standards both for 
dosage forms and for excipients that are widely used in local manufacturing facilities. The latter exercise could 
be of value to highly evolved as well as to small regulatory authorities in so far as it would contribute towards 
independent initiatives to reduce divergencies in national regulations concerning the use of excipients in 
pharmaceutical dosage forms. 

11.2 Also under development is an inventory of test methods and recommended procedures for assessing the 
quality of medicinal plant materials. This is outside the scope of The International Pharmacopoeia as it is 
currently constituted, but responds to a widely perceived need in many countries, both developed and 
developing, and to the provisions of resolution WHA40.33 adopted by the Fortieth World Health Assembly in 
1987. 

12. BASIC TESTS FOR PHARMACEUTICAL SUBSTANCES AND DOSAGE FORMS 

12.1 Aside from the need to ascertain that both the substances used in pharmaceutical products and the 
finished dosage forms comply with officially recognized pharmacopoeial specifications, rapid screening tests are 
also required for the purpose of verifying the identity of a given pharmaceutical substance, either as supplied 
in bulk to the manufacturer or as contained in a finished dosage form. W H O has now published two 
compendia of "basic tests" that subserve this purpose.

2

 These tests are predominantly colorimetric test-tube 
reactions which can be undertaken away from a laboratory - in a customs post or a wholesale warehouse - by 
anyone with a basic understanding of the principles of chemical analysis. Having regard to the need for 
intensive screening of marketed drugs in many countries, work is in hand to devise tests for a wider range of 
substances and to explore the feasibility of using thin-layer chromatography as the basis for a series of tests 
that do not depend for their performance upon the availability of a relatively wide range of reagents. 

13. STABILITY OF PHARMACEUTICAL SUBSTANCES AND DOSAGE FORMS 

13.1 In some cases, basic tests have also been devised to detect gross degradation of susceptible products. 
Reference to the need to assure the stability of drugs under tropical conditions was introduced at the request 
of sponsoring countries into the text of the expanded W H O Certification Scheme when it was adopted by the 
World Health Assembly in 1988. It is recognized, however, that no tests or certification schemes can prevent 
the gradual deterioration of products passing through a storage and distribution system and subjected to 
prolonged heat, humidity, rough handling and careless dispensing.

3 

1 WHO Technical Report Series，No. 704, 1984. 

2 Basic tests for pharmaceutical substances. Geneva, World Health Organization, 1986; Basic tests for pharmaceutical 
dosage forms. Geneva, World Health Organization, 1991. 

3 The rational use of drugs. Report of the Conference of Experts, Nairobi, 25-29 November 1985. Geneva, World Health 
Organization, 1987. 
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13.2 To gain insight into the scale and breadth of the problem, national regulatory authorities have been 
requested to identify products that have been associated with stability problems, and further information will 
be sought on the extent to which inadequate formulation rather than inappropriate storage is at issue. The 
Expert Committee on Specifications for Pharmaceutical Preparations has also strongly endorsed a survey 
planned and undertaken jointly by W H O / U N I C E F on the quality of selected drugs at the point of use in 
developing countries as a direct approach to the problem. This is a vital prerequisite to the formulation of any 
strategy for its solution. 

14. QUALITY ASSURANCE: IMPLEMENTATION AND TRAINING ASPECTS 

14.1 It is recognized that the practical advice on assurance of drug quality contained in the collected reports 
of the W H O Committee on Specifications for Pharmaceutical Products needs to be collated and re-presented 
concisely in manual format. Plans are in hand to accomplish this during the current biennium. A list of points 
to be considered by countries planning to engage for the first time in local drug manufacture will also be drawn 
up and presented to the next meeting of the Expert Committee in 1992. This will not only place into 
perspective the complementary responsibilities of the manufacturer and the competent national inspectorate 
for in-process quality control but will also highlight the array of safeguards that are available to detect and 
prevent the infiltration of substandard and illicit products into the distribution system. 

14.2 In the past W H O has been primarily concerned with assurance of the quality of pharmaceutical 
preparations moving in international commerce, consonant with its constitutional responsibility to develop, 
establish and promote international standards with respect to food, biological, pharmaceutical and similar 
products. The W H O Certification Scheme is based on self-assessment by governments of their capacity to 
assure that manufacturers under their jurisdiction operate in accordance with W H O standards for good 
manufacturing practices. It makes no provision for international inspection. However, as more countries 
develop the capacity to manufacture pharmaceutical products, many of the responsible governments recognize 
a need for external advice on various aspects of the manufacturing process and of quality assurance in 
particular. Currently, this need is further accentuated both by the extent to which illicit products have 
infiltrated the distribution chain in some countries and also by instances in which key, locally-made products, 
including vaccines, have been shown to be substandard and ineffective. W H O has therefore to exercise its 
responsibility to assist governments, upon request, in strengthening health services. 

14.3 Proposals are now in hand to consider how W H O might most effectively provide countries with technical 
advice on the resources and facilities needed within both manufacturing facilities and national control 
authorities if the quality of locally manufactured products of relevance to public health is to be assured in 
accordance with international standards. An inventory of requirements to be satisfied in this connection will 
be considered by the W H O Expert Committee on Specifications for Pharmaceutical Preparations when it next 
meets in 1992. 

14.4 Particular attention will be accorded to current concerns regarding the circulation of counterfeit, 
substandard and spurious products. A meeting of interested parties is being planned, together with the 
International Federation of Pharmaceutical Manufacturers Associations (IFPMA), to develop joint activities 
intended to curb this dangerous practice. 

14.5 To the same end, and with the support of sponsors in both the public and the private sectors, W H O 
continues to contribute to basic training of officials in all aspects of regulatory work. During the current 
biennium long-standing collaboration has been maintained between the German Foundation for International 
Development and W H O regional offices. Three jointly sponsored regional seminars on the management of 
drug registration systems have been held in Ouagadougou (November 1989), Kuala Lumpur (November 1990) 
and Lilongwe (December 1991). Intensive collaboration in this context has also been maintained with the 
pharmaceutical industry. Over 120 candiates have now been trained in analytical control and good 
manufacturing practices under a scheme executed by the International Federation of Pharmaceutical 
Manufacturers Associations (IFPMA), and the scheme may soon be extended to include training in 
administrative and financial management of national drug control laboratories. More recently, training in good 
manufacturing practices has also been organized under the auspices of the World Federation of Proprietary 
Medicine Manufacturers ( W F P M M ) . Group training activities have been most intensive in Africa where the 
W H O Regional Office has collaborated with the International Federation of Pharmaceutical Manufacturers 
Associations (IFPMA) in organizing a working seminar on quality assurance of pharmaceutical products in 



EB89/INF.DOC./2 
page 9 

international trade (Lomé, December 1990) for representatives of drug regulatory authorities from 20 West 
African States. The potential of the W H O Certification Scheme to stem international trade in counterfeit 
products has been debated in a round-table discussion organized by the French National Association of the 
Pharmaceutical Industry (SNIP) during the Journées Médicales et Pharmaceutiques (Dakar, February 1991); a 
symposium on quality management in drug procurement was organized jointly by the West African 
Pharmaceutical Federation, the International Pharmaceutical Federation (FTP) and W H O (Accra, February 
1991); and an international workshop of authorities on computer-based drug regulation was held with funding 
from the Italian Government, (Windhoek, July 1991). 

15. INTERNATIONAL NONPROPRIETARY NAMES 

15.1 A call to assign International Nonproprietary Names (INN) to the rapidly increasing array of products 
produced by recombinant technology indicates the need for seeking extrabudgetary resources to supplement 
those available to W H O . There are indications, for instance, that some 400 monoclonal antibodies alone are 
under development. Also in contention is a wide range of other peptide regulatory factors including cytokines 
(interferons, interleukins, colony-stimulating factors), erythropoietins, plasminogen activators, growth hormones 
and other growth factors. The W H O Expert Committee on Nonproprietary Names for Pharmaceutical 
Substances faces an inevitable linguistic challenge in its attempts to extend the INN nomenclature in a 
reasonably systematic manner in the face of such demands. 

15.2 The challenge is compounded when manufacturers seek to promote these products using brand names 
that are derived from INNs or use stems selected from INNs. Since, with few if any exceptions, no two 
products that are manufactured independently by these methods can be accepted to be totally identical, and 
may consequently not be clinically interchangeable, there is a consensus among national nomenclature 
commissions and the W H O Expert Committee that every such product that is independently produced should 
be assigned a distinctive INN (unless absolute proof of identity with another product is provided). The 
assignation of trade names is unlikely to hold significant commercial advantage in these circumstances, but 
W H O undertakes to consult interested national drug regulatory authorities and the International Federation of 
Pharmaceutical Manufacturers Associations before exercising any initiative in this regard. 

15.3 In the meantime, national authorities are invited to reconsider a recommendation made by the W H O 
Expert Committee in 1975

1

 that the inclusion in brand names of generic stems selected by the Expert 
Committee should be discouraged and, as far as is practicable, disallowed. 

1 WHO Technical Report Series, No. 581，1975. 
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IMPLEMENTATION OF WHO'S REVISED DRUG STRATEGY 

II. WHO Ethical Criteria for Medicinal Drug Promotion 

Resolution WHA43.20 requests the Director General, inter alia, "to report to 
the Executive Board and the Forty-fifth World Health Assembly on the use of the 
ethical criteria for drug promotion endorsed by resolution WHA41.17 •"•"• In this 
resolution, Member States were urged to take account of these criteria when 
developing measures to ensure that medicinal drug promotion supported the aim of 
improving health care through the rational use of drugs. It also appealed to those 
involved in the prescription, dispensing, supply and distribution of medicinal drugs to 
use the criteria appropriately, to adopt the measures developed and to enforce the 
standards thereby proposed. 
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6. T H E ISSUES 

1. INTRODUCTION 

1.1 The W H O ethical criteria,
1

 are based on a draft prepared by an international group of experts 
comprising drug regulatory officials, representatives of pharmaceutical manufacturers, prescribers, consumer 
advocates, lawyers and medical journalists. The preface explains that they "constitute a frame of reference for 
proper behaviour in the promotion of medicinal drugs" and that they "do not constitute legal obligations; 
rather they set out general principles which could be adapted by governments to national circumstances". 
Member States are urged "to take them into account in developing measures to ensure that medicinal drug 
promotion supports the aim of improving health care through the rational use of drugs

11

. 

1.2 A n appeal is addressed to the public and all interested parties, including pharmaceutical manufacturers, 
teachers and editors of medical journals to use them as appropriate to their spheres of competence, activity 
and responsibility. Both governments and nongovernmental organizations are requested to monitor and 
enforce relevant standards and other measures that they develop. 

1.3 Promotion is defined within this context as "all information and persuasive activities by manufacturers 
and distributors, the effect of which is to induce the prescription, supply, purchase and/or use of medicinal 
products". Specifically discussed are all forms of advertisements addressed to physicians, health-related 
professionals and the general public; the training and responsibilities of medical representatives; the offer of 
free samples of drugs for promotional purposes either to prescribers or, in the case of non-prescription drugs, 

1 Ethical criteria for medicinal drug promotion. Geneva, World Health Organization 1988. 
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to the general public; sponsorship of symposia; post-marketing scientific studies, surveillance and 
dissemination of information; packaging and labelling; information for patients, package inserts and booklets; 
and promotion of exported drugs. 

2. USE OF THE CRITERIA BY GOVERNMENTS 

2.1 The responses to an enquiry circulated by W H O to all national drug regulatory authorities in September 
1990 show that, in general, those countries with highly evolved drug regulatory mechanisms have already 
enacted provisions largely comparable in their general intention with the criteria. Several, none the less, have 
expressed an intention either to include the criteria, or to adapt them for inclusion, in legal instruments. Thus 
far, the Ministry of Health of Turkey has used them as the basis for updating regulations on promotion of 
medicinal drug products for human use, and the Media Council of Australia has incorporateiî them in its 
Therapeutic Goods Advertising Code which is binding upon virtually all print, radio, television, outdoor and 
cinema media throughout the country. 

2.2 The criteria have also served to draw to the attention of governments various particulars on which there 
is no consensus among Member States. Some of these differences reflect differing national conditions, but 
others reflect divergencies on matters of principle. For instance, some countries, but not others, permit -
within defined limits • advertising of prescription products directly to the general public. Some permit 
comparative advertising, others do not. Different national positions also prevail, for example, on the 
admissibility of short (or "reminder") advertisements, the use of radio and television and other non-print 
media, and the use of product samples for promotional purposes. 

2.3 One fundamental point that is evident from the replies received, and from the review of relevant 
legislation in the International Digest of Health Legislation，is that effective oversight and control of promotion 
is possible only when a comprehensive national drug licensing system is in place. Control of promotion implies 
the existence of standards. In so far as these standards control precise promotional claims, they are 
product-specific and they can be determined only by an approved scientific "data sheet" that is incorporated 
into the product licence. Countries that have yet to develop a product licensing system are able to promulgate 
and enforce general provisions intended to control promotional practices, but they lack the means to check 
claims on a product-specific basis. 

2.4 Even those countries with rigorous product licensing requirements face a daunting task in verifying the 
compliance of all written advertising material with the approved data sheet. Few countries possess regulatory 
authorities with the human resources to pro-actively screen all advertising copy. Some have set up 
autonomous, multidisciplinary committees to assume this screening function and to review or adjudicate on 
specific complaints about promotional practices. Some have introduced collateral measures that require the 
product licence holder to refrain from promoting or distributing a new product until a copy of the approved 
data sheet has been issued to every registered practitioner. Some have resorted to exemplary prosecution of 
companies and responsible employees for wilful breach of regulations. All depend, however, on a high level of 
compliance and self-regulation within the industry to enable them to root out inadmissible practices with 
reasonable efficiency. 

3. USE OF THE CRITERIA BY MANUFACTURERS OF PRESCRIPTION DRUGS 

3.1 The International Federation of Pharmaceutical Manufacturers Associations (IFPMA) - which has 45 
member national associations representing manufacturers of approximately 80%, by value, of the world's 
prescription medicines - first adopted a Code of Pharmaceutical Marketing Practices in 1981. This sets out 
"minimum standards" to be adopted by companies wherever their products are marketed. Many national 
pharmaceutical manufacturers associations have drawn up more detailed codes through which they exercise 
varying measures of self-discipline. This control is effected by national adjudicating committees which include 
members who are independent of the industry. Their work is carried out in an essentially reactive manner by 
hearing complaints from third parties and sometimes from other companies. The sanctions imposed are 
administrative: publication of the names of offending companies and, in extreme circumstances, exclusion from 
membership of the national association for stipulated periods of time. None of this has any impact on other 
companies, often established in countries without highly evolved regulatory authorities, that are not affiliated to 
IFPMA. Indeed, these may operate without any tangible external control or oversight. 
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3.2 Complaints concerning activities of multinational companies in countries that possess no national 
disciplinary body can be transmitted directly to IFPMA, which is responsible for administering its international 
code. In this case, each complaint is referred for consideration to the member association in which the 
headquarters of the accused company is based, although the final opinion communicated to the complainant is 
formulated by an IFPMA committee which incorporates independent assessors. Given the scale on which the 
industry operates and the intensity of its promotional activities, the number of cases referred to IFPMA is 
small: a total of 70 complaints, relating to 912 cases, has been filed over the past 10 years and the annual 
returns demonstrate a falling trend in the number of cases notified over the past four years. 

3.3 I F P M A has informed W H O that it considers systematic monitoring of company marketing activities as 
quite impracticable and that monitoring could therefore be conducted only on a very limited and arbitrary 
basis. In commenting on the operation of its Code, I F P M A emphasizes that details of complaints processed 
between 1983 and 1989 have been published in 10 status reports, and states: "... strenuous efforts have been 
made to make the existence of the Code known as widely as possible and also to encourage use of the 
complaints procedure. Although the text of the Code has remained unchanged since its original definition, 
explanatory material has been added, most recently in January 1989，and many thousands of copies in 
three-language versions have been distributed throughout the world both within and outside the industry. 
Additionally the Code has featured in several numbers of the [IFPMA] periodical 'Health Horizons', most 
recently in May 1989. This publication has a circulation of about 10 000, mainly within the developing world". 
IFPMA also notes that, in several instances, complaints have challenged the justification of the product, rather 
than the manner in which it is promoted. The Code reflects the view that, provided the product has been duly 
authorized for marketing by a competent regulatory authority, it is not for I F P M A to question the judgement 
of that authority. 

3.4 I F P M A has never formally adopted the W H O ethical criteria for medicinal drug promotion. However, it 
has stated: "•“ the criteria have been examined closely in comparison with the [IFPMA] Code, which had 
already been in existence for seven years when they were defined. The conclusion was reached that, in so far 
as they related to the prescription medicine sector of the industry, there was full congruence between the two, 
even though certain provisions elaborated in some detail in one document were covered in a more general 
requirement of the other and vice versa. Since the IFPMA Code is an obligation on its members, the formal 
adoption of the wording of certain recommendations of the criteria in the Code text would result in conflict 
between existing regulations in some countries and the requirements of the Code". It sees, in this connection, 
an important distinction between the binding nature of its Code and the broader advisory purview of the W H O 
ethical criteria which constitute "an appeal to concerned parties for adoption to the extent considered 
appropriate to their field of competence". Notwithstanding this distinction, I F P M A contends that "the two 
documents are fully consonant one with the other and that the industry represented by I F P M A is responding 
in a practical and effective way to the appeals of the World Health Assembly". 

4. USE OF THE CRITERIA BY MANUFACTURERS OF NON-PRESCRIPTION DRUGS 

4.1 The World Federation of Proprietary Medicine Manufacturers ( W F P M M ) comprises 50 member 
national associations representing manufacturers of medicinal products that are identified by and sold under a 
trade mark, trade name, brand or other trade symbol, and that are sold or offered for sale to the general 
public mainly for use in self-medication. It has developed a statement of policy on advertising to the public, 
and it issues guidelines for voluntary codes of advertising practice which take into consideration the W H O 
ethical criteria. 

4.2 W F P M M does not, itself, promulgate a code on the grounds that "varying conditions …relating to 
distribution differences, advanced or less advanced state health services, differing climatic conditions affecting 
the prevalence of particular minor ailments, legislative differences, etc., will call for differences in the content 
of such Codes". It believes that "a combination of national laws, voluntary industry codes on a national level, 
and responsible individual company action are effective in maintaining high standards of advertising among the 
various nations • taking into account the vital matter of local conditions". It also considers, having regard to 
lack of pharmacy retail outlets in many areas, even within some highly developed countries, that "it would be 
quite improper and not in the public interest to attempt to harmonize retail distribution controls on an 
international basis". 
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4.3 In commenting on the W H O ethical criteria, W F P M M considers that, in several particulars, the 
recommendations do not distinguish clearly between prescription and non-prescription medicines, or between 
"patients" and "consumers". The requirements of the latter for information, it is pointed out, differ in that 
patients are under the supervision of a prescriber, while consumers take their own decisions on self-care. It 
also believes that advertisements of non-prescription products - particularly having regard to the wide range of 
media employed - cannot be used effectively to convey detailed basic information on medicines; they can only 
create awareness of a product, and indicate its approved uses. Advertisements, it contends, are not the place 
to indicate the limitations on the use of a non-prescription medicine other than to specify the category of 
people who should use it. In a statement of policy on consumer information it identifies labelling as the 
vehicle for conveying precise and detailed information to the consumer, both at the time the product is 
purchased and when it is used. However, the statement provides no insight on the extent to which products 
are actually selected by purchasers on the basis of their labelling rather than on impulse or recollection of a 
superficial advertising claim. 

5. USE OF THE CRITERIA BY TEACHERS AND OTHER HEALTH PROFESSIONALS 

5.1 In adopting the criteria, the Forty-first World Health Assembly by resolution WHA41.17, urged Member 
States to take them into account in developing measures to ensure that medicinal drug promotion supports the 
aim of improving health care through the rational use of drugs. None the less, since advertising is inherently 
promotional in character, there is a need for complementary objective, independent information that is 
directed both to the health professions and to the public at large. Within the medical establishment, the 
challenge lies primarily with clinical pharmacologists to promote the changes of attitude implicit in the rational 
use of drugs; but internists, specialist clinicians and pharmacists each have a vital contribution to offer. 

5.2 Doctors will always stalwartly defend their professional freedom to prescribe as their judgement dictates. 
However, enough has been learned from the introduction of institutional formularies, antibiotics policies and 
therapeutics committees in recent years to show that peer review of prescribing practices, when undertaken 
with competence and sensitivity to the need for consultation and feedback of information, can be not only 
tolerated but welcomed by the profession at large. 

5.3 The delivery of medical services is engulfed by an unprecedented cost crisis. The divide between what is 
possible and what is practicable has passed the stage at which it might be bridged simply by increased charges 
on patients and public funds. Inevitably, the options are most limited where the need is greatest, but 
everywhere it is becoming necessary to set priorities and to ensure that they are respected. In varying degree, 
governments have become directly engaged in cost saving - most notably by promoting generic prescribing, by 
excluding specific products from reimbursement schemes, by issuing advice to doctors on good prescribing 
practices and, in some instances, by imposing limits on their drug budgets. Critics argue that prescribing 
regulation may lead to false economies that neither save money in health care provision overall nor maintain 
standards of patient care and that may well neglect the improved quality of life that drug treatments can offer. 
These differing viewpoints will be resolved only when the generality of prescribers is persuaded, by training or 
otherwise, to routinely consider costs when weighing the relative advantages and shortcomings of treatment 
options. 

5.4 To this end, W H O is collaborating with the International Union of Pharmacology to depict clinical 
pharmacology as a specialty of relevance to the socioeconomic aspects of health care. Two exploratory projects 
have been initiated with this objective in view. One is directed to collating and reviewing information on the 
teaching of therapeutics in medical schools around the world. The other seeks to compare and to evaluate 
approaches to the treatment of commonly occurring diseases in a wide variety of medical settings. Preliminary 
discussions have also been held with a view to updating, within this perspective, the W H O report on clinical 
pharmacology: scope, organization and training, which was issued in 1970.

1 

5.5 Within W H O , many programme activities are currently directed to rationalization of therapeutic 
management, particularly in relation to infectious and transmissible diseases. The biennial updating of the 
W H O Model List of Essential Drugs and the production of the complementary Model Prescribing Information 
series has become a highly coordinated activity, involving not only many technical programmes within the 

1 WHO Technical Report Series, No. 446, 1970. 
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secretariat, but also their expert advisory panels. WHO Drug Information, now in its fifth year as a subscription 
periodical, is firmly established as a journal that reflects W H O policies and activities from both the 
socioeconomic and the technical standpoints in relation to drug use. In future, a higher profile will also be 
accorded to the pharmaceuticals section of the United Nations Consolidated List of Products whose 
Consumption and/or Sale have been Banned, Withdrawn, Severely Restricted or Not Approved by 
Governments. With the agreement of the United Nations secretariat this will be produced on an annual basis, 
initially in English, as a service to national drug regulatory authorities. 

6. THE ISSUES 

6.1 The basic issues to be confronted are not new, although they constantly acquire new dimensions. Some 
problems, given good will by all concerned parties, are open to solution. Progress with regard to the others will 
be dependent upon the availability of necessary human and material resources. 

6.2 Health Action International, a public interest group represented in 60 countries, that actively promotes a 
more rational use of drugs, has recently produced a valuable annotated bibliography to illustrate the panoply of 
problems that developing countries, in particular, face in their efforts to achieve rational and economic drug 
use.

1

 It cites, inter alia，three targets for urgent action that have direct relevance to the W H O ethical criteria: 
more objective information on the rational use of drugs; more direct access by consumers to such information; 
and stricter controls on advertising. The directness of the appeal belies the complexity of the issues. 

6.3 Many independent publications, directed to personnel at every level within the health care system, are 
currently available on the properties and uses of medicinal products. Virtually all，however, are produced 
commercially with a view to maximizing sales, and they are concerned with medicine as it is practised in highly 
developed countries. Even among these, very few, as yet, discuss cost-effectiveness or other socioeconomic 
aspects of drug use. 

6.4 W H O is perhaps alone in the extent to which it caters, in its printed outputs, for the needs of developing 
countries. It faces two perennial problems, however: its outputs are restricted to the working languages of the 
Organization, and lack of exchangeable currency in the target countries frustrates effective penetration into 
their markets. The distribution of free copies of its publications is necessarily limited and, even at reduced 
prices, sales of booklets intended primarily for use in developing countries, such as the volume dealing with 
drugs for parasitic disease in the WHO Model Prescribing Information series, are unlikely to generate sales of 
more than a few thousand copies. Reprinting of material locally by arrangement, either in the original or in 
the national language, is welcomed. In selected cases, this has dramatically increased the number of printed 
copies, but in general it does no more than partially solve the underlying difficulty. 

6.5 It is encouraging, none the less, that many countries are using material generated within W H O in the 
compilation of their own national drug formularies. However, doctors also need to regularly update 
information on the contemporary therapeutic issues that are discussed in the quarterly bulletin WHO Drug 
Information. Two other approaches, one at each end of the technology spectrum, offer promise in alleviating 
this difficulty. One relies upon local initiatives by doctors and pharmacists, usually in university departments of 
medicine or pharmacology, to produce independent drug bulletins that are circulated to networks of subscribing 
doctors. Given encouragement and modest financial support in local currency from official sources, some such 
initiatives are already exerting a demonstrable influence on local prescribing patterns. The second approach 
looks to the future. Technology in data transmission has now developed to the extent that it will become 
cost-effective and practicable within the next few years for virtually all countries to receive information from 
W H O on diskette not only for reading but - by arrangement with W H O - for low-cost local printing and 
reproduction. A preliminary inquiry among national drug regulatory authorities has shown that a large 
majority are already able to handle - and would indeed welcome - information in this form. 

6.6 At the present time, however, it is apparent that the resources of pharmaceutical companies to produce 
information regarding the use of their products surpass those of governments and the health-related 
professions. Ostensibly, highly evolved regulatory authorities already possess the statutory powers and 

1

 Hardon, A. et al., ed. The provision and use of drugs in developing countries. Amsterdam, Health Action International, 
1991. 
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regulations to exercise the controls required over advertising and other forms of promotion of products. 
However, the situation that confronts regulators is never static. Pharmaceutical companies have developed in 
recent years into major sponsors of postgraduate medical education and scientific debate, and their advertising 
revenues sustain the production of all but the most prestigious medical journals. Much of this activity brings 
undisputed benefits. This gain could not now be cast aside without gross disruption. None the less, 
sponsorship of education and research inevitably provides a vehicle for bias and an opportunity for veiled 
promotion. The problem now in highly developed countries is not simply the imbalance in the availability of 
objective information and promotional material but the difficulty of distinguishing the one from the other. 

6.7 Specific industry-sponsored approaches currently under scrutiny by the United States Food and Drug 
Administration

1

 include press releases and press conferences; company or privately-funded journals, journal 
articles, letters and reports and special supplements to journals; lecture tours by scientists or experts that 
promote one company's product or disparage a competitor's; company-financed scientific and educational 
seminars, symposia, conferences, programmes and meetings; celebrity endorsements of products; 
advertisements that feature questionable, unsubstantiated, or selected research particularly if it is funded by the 
company; and distribution of videos and computer disks of promotional material disguised as news and 
educational information. 

6.8 Two key areas of research that are particularly vulnerable to the bias of sponsorship are post-marketing 
studies and cost-effectiveness analyses of newly approved products. Post-marketing studies are intended to 
provide information on the performance of new drugs under conditions of routine use, but opportunity exists 
to build a promotional dimension into the design. Cost-effectiveness studies are of value to health planners 
concerned with the delivery of health care. They are also helpful to pharmaceutical companies, which sponsor 
much research of this type, both for promotional purposes and for strategic planning. Formal evidence of 
ambiguity in the objectives of such studies is wanting, but it has been claimed from the vantage-point of 
experience that "review of manuscripts before publication is usual, attempts to fund only positive studies are 
the rule, and incentives for investigators to make favourable assumptions are ever present".

2 

6.9 In countries where market potential is low, this type of sponsorship bias holds little attraction. But 
advertising inevitably assumes importance to a local manager who is otherwise unable to maintain sales 
sufficient to ensure a secure profit margin. Where regulatory oversight is limited, this is too often reflected in 
journal advertisements containing vague, unqualified claims as well as technical details that are sometimes cast 
in a typeface too small to be legible. The consequences of this can be profound. Where microbiological 
facilities are not available, concern about hypothetical antibiotic resistance can be exploited in such 
advertisements to provide a justification to propose reserve antibiotics for indiscriminate routine use. In a 
recent extreme case, promotion of potentially dangerous drugs for infantile diarrhoea in developing countries 
was curbed by some internationally based companies only when evidence associating one of these products with 
fatal paralytic ileus was publicized internationally. Some of these shortcomings constitute manifest breeches 
not only of codes but, in some cases, of regulations and statutes. 

6.10 With such lapses in mind, the President of I F P M A issued an open letter to the leadership of the world 
pharmaceutical industry in July 1991 stating, inter alia: 

For the future, it is clearly imperative that, in the public interest as well as the long-term interests of our 
industry, all possible steps are taken to maintain scrupulous respect for the principles of the Code. As an 
international industry we claim with justification to observe internationally consistent standards and we 
must be seen to do so, whether it be for product quality, marketing practices or any other aspect of our 
business. When different norms between countries have to be observed the differences must be seen to 
be for valid reasons and companies should be prepared to give convincing and vigorous responses to any 
challenges in this regard. 

1

 Kessler, D A . Drug promotion and scientific exchange: the role of the clinical investigator. New England Journal of 
Medicine’ 325: 201-203 (1991). 

2

 Hillman, A., Eisenberg, J., Pauly, M . et al. Avoiding bias in the conduct and reporting of cost-effectiveness research 
sponsored by pharmaceutical companies. New England Journal of Medicine，324: 1362-1365 (1991). 
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I would urge you to ensure that your staff members are continually reminded of the need to follow 
well-defined guidelines for marketing activities and to maintain consistent operating standards in all 
countries. Furthermore, observance of these standards should be required of your licencees and agents 
as a condition of the relationship. 

6.11 From the governmental perspective, consideration is bound to turn to the need for stricter controls. 
Supplementary legislation will be of value only to the extent that it can be effectively enforced. Evidence of 
frailty in enforcement capability is evident in relation not only to substandard advertising, but to a disquieting 
prevalence of counterfeit, spurious and substandard products on many national markets. Effective enforcement 
becomes possible only where there is a credible drug inspectorate complemented by an efficient drug licensing 
system. Prosecutions cannot be brought to bear in many instances under typical national drug laws until the 
legitimate market has been defined through formal licensing of products, manufacturers and wholesalers. 

6.12 The administrative requirement of formal licensing can be realized initially by issuing "licences of right" 
which simply define and provisionally legitimize each medicinal product notified by the responsible person as 
having been available on the market prior to the day on which licensing requirements were introduced. No 
assessment is implied in the issuance of a provisional licence. Technical reviews can be undertaken and 
definitive licences issued subsequently at a speed consonant with the resources of the licensing authority. 
However, provisional licensing confers two immediate advantages: unlicensed products are identifiable, de 
facto，as illegal; and the licences of products that are adjudged, on specific criteria, to be unsafe or 
inefficacious can immediately be either withdrawn or modified by administrative action. Since the product 
licence includes a description of the approved indications for the product together with information on 
contraindications, precautions and adverse effects, it also provides an immediate control both of product 
labelling and of advertising claims. 

6.13 The administrative exercise involved in setting up such a licensing scheme is not necessarily labour 
intensive even if traditional filing methods are used; but if data entiy and retrieval are computerized, the 
compilation and subsequent use of the system for enforcement purposes is greatly facilitated. A readily 
adaptable software package which - with sufficient harmonization of licence applications - could readily allow 
controlled automated entry of licence details into the database, is currently being developed by W H O with 
funds received from the governments of Germany and Italy. The intention is to offer it, free of charge and 
copyright, to every interested national drug regulatory authority. 

6.14 Even when such licensing systems have become standard administrative tools within regulatory 
authorities, effective pre-sceening of all proposed advertising copy will be beyond the capability of small 
regulatory authorities. A n exemplary level of self-discipline will still be required from manufacturers and other 
product licence holders if expected standards are to be met, and their representative national associations will 
still need to exercise meaningful oversight in their implementation. 

6.15 Self-discipline and self-regulation are prerogatives that create an expectation for accountability of action 
and a willingness to subject norms and standards, whether actual or enjoined, to debate. I F P M A accepts this 
thesis and has reacted favourably to a proposal that a forum to enable these issues to be debated by interested 
parties be created within the Council for International Organizations of Medical Sciences (CIOMS) - an 
international organization established jointly by W H O and U N E S C O in 1949 that serves the scientific interests 
of the international biomedical community in general and has a long tradition of involvement in bioethical 
matters. 
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IMPLEMENTATION OF WHO'S REVISED DRUG STRATEGY 

III. The WHO Certification Scheme on the Quality of Pharmaceutical Products 
moving in International Commerce - Proposed Guidelines 

In resolution WHA41.18 the Forty-first World Health Assembly requested the 
Director-General, inter alia, to provide information, in the context of his report on 
WHO's revised drug strategy to a future Health Assembly, on the progress 
accomplished in the implementation of the expanded W H O Certification Scheme. 
In another resolution, WHA41.16, the Health Assembly requested the 
Director-General, inter alia, to initiate programmes for the prevention and detection 
of the export, import and smuggling of falsely labelled, spurious, counterfeited or 
substandard pharmaceutical preparations. The guidelines reproduced in this 
document were prepared in collaboration with national drug regulatory authorities 
and representative organizations of the pharmaceutical industry, having regard to the 
potential of the W H O Certification Scheme to assist in this context. ТЪеу were 
endorsed by the W H O Expert Committee on Specifications for Pharmaceutical 
Preparations at its meeting in December 1990，without prejudice to any changes 
which may be considered necessary in the course of further consultation. 

Since it is evident that these proposals will create a significant additional 
workload for national regulatory authorities and drug exporting countries, and 
because in some instances their implementation will require revision of statutory 
provisions, it is suggested that in adopting the proposals the governing bodies of 
W H O should provide for a transitional period of some five years to enable 
participating countries to meet the requirements. 
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1 • PROVISIONS AND OBJECTIVES 

1.1 A comprehensive system of quality assurance must be founded on a reliable system of licensing
1

 and 
independent analysis of the finished product, as well as on an assurance obtained through independent 
inspection that all manufacturing operations are carried out in conformity with accepted norms, referred to as 
"good manufacturing practices" (GMP). 

1

 Throughout this document "licensing" refers to any statutory system of approval required at national level as a 
precondition for placing a pharmaceutical product on the market. 
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1.2 In 1969 the Twenty-second World Health Assembly, by resolution WHA22.50, endorsed requirements for 
Good Practices in the Manufacture and Quality Control of Drugs1 (referred to henceforth as "GMP as 
recommended by WHO"). These comprise internationally recognized and respected standards that all Member 
States are urged to adopt and to apply. A proposed revision of these requirements was discussed by the 
Expert Committee on Specifications for Pharmaceutical Products at its meeting in December 1990. 

1.3 These standards are fully consonant with those operative within the countries participating in the 
Convention for the Mutual Recognition of Inspection in respect of the Manufacture of Pharmaceutical 
Products, and other major industrialized countries. They also provide the basis for the WHO Certification 
Scheme on the Quality of Pharmaceutical Products moving in International Commerce2 (referred to 
henceforth as "the Scheme"), recommended in resolution WHA22.50. The Scheme is an administrative 
instrument that requires each participating Member State, upon application by a commercially interested party, 
to attest to the competent authority of another participating Member State whether: 

• a specific product is authorized to be placed on the market within its jurisdiction or, if it is not thus 
authorized, the reason why that authorization has not been accorded; 

- t h e plant in which it is produced is subject to inspections at suitable intervals to establish that the 
manufacturer conforms to G MP as recommended by WHO; and 

- a l l submitted product information, including labelling, is currently authorized in the certifying country. 

1.4 The Scheme, as subsequently amended in 19753 and 19884 by resolutions WHA28.65 and WHA41.18, is 
applicable to finished dosage forms of pharmaceutical products intended for administration to human beings, 
and to food-producing animals respectively. 

1.5 Provision for certification of active ingredients is also included within the scope of the Scheme. This will 
be the subject of separate guidelines and certificates. 

2. EIJG旧 IUTY FOR PARTICIPATION 

2.1 Any Member State intending to participate in the Scheme may do so by notifying the Director-General 
of the World Health Organization, in writing, of: 

- i t s willingness to participate in the Scheme; 

• any significant reservations it intends to observe relating to this participation; and 

- t h e name and address of its national drug regulatory authority or other competent authority. 

2.2 These notifications are subsequently announced in the monthly WHO Pharmaceuticals Newsletter, An 
updated consolidated list will be published annually in the Newsletter and will be available to governments at 
other times from: the Division of Drug Management and Policies, WHO, 1211 Geneva 27, Switzerland. 

2.3 A Member State may opt to participate solely to control the import of pharmaceutical products and 
substances. This intention should be stated explicitly in its notification to the World Health Organization. 

2.4 A Member State intending to use the Scheme to support the export of pharmaceutical products should 
first satisfy itself that it possesses: 

1 WHO Official Records, No. 176，1969, Part 1, Annex 12, p. 99. 

2 WHO Official Records, No. 176, 1969，Part 2, Annex 12，p. 104. 

3 WHO Official Records, No. 226, 1975, Annex 12, p. 88. 
4

 Document WHA41/1988/REC/1, Annex 4，p. 53. 
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- a n effective national licensing system, not only for pharmaceutical products, but also for the 
responsible manufacturers and distributors; 

- G M P requirements, consonant with those recommended by W H O , to which all manufacturers of 
finished pharmaceutical products are required to conform; 

-effective controls to monitor the quality of pharmaceutical products registered or manufactured within 
the country, including access to an independent quality control laboratory; 

- a national pharmaceuticals inspectorate, operating as an arm of the national drug regulatory authority, 
and having the technical competence, experience and resources to assess whether G M P and other 
controls are being effectively implemented, and the legal power to conduct appropriate investigations 
to ensure that manufacturers conform to these requirements by, for example, examining premises and 
records and taking samples; 

-administrative capacity to issue the required certificates, to institute inquiries in the case of complaint, 
and to notify expeditiously both W H O and the competent authority in any Member State known to 
have imported a specific product that is subsequently associated with a potentially serious quality 
defect or other hazard. 

2.5 Each Member State assumes the responsibility to determine, through a process of self-evaluation, 
whether it satisfies these prerequisites. The Scheme contains no provision, under any circumstance, for 
external inspection or assessment, either of a competent national authority or of a manufacturing facility. 

3. REQUESTING A CERTIFICATE 

3.1 Three documents can be requested within the scope of the scheme: 

Certificate of a Pharmaceutical Product 

Statement of Licensing Status of Pharmaceutical Product(s) 

Batch Certifícate of a Pharmaceutical Product. 

3.2 Proposed formats for these documents are provided in Annexes 1, 2 and 3 of these guidelines. All 
participating countries are henceforth urged to adopt these formats to facilitate interpretation of certified 
information. Requests for the provision of certificates offering more limited attestations - for instance, that 
the manufacturer complies with G M P or that the product is authorized for "free sale" within the country of 
export - is discouraged. 

3.3 A list of addresses of competent national regulatory authorities participating in the Scheme that are 
responsible for the registration of pharmaceutical and/or veterinary products, together with details of any 
reservations they have declared regarding their participation in the Scheme, may be obtained from W H O as 
indicated in section 2.2. 

3.4 The competent authority in each country participating in the Scheme should issue guidelines to all agents 
responsible for importing pharmaceutical products for human and/or veterinary use that operate under its 
jurisdiction, including those responsible for public sector purchases, to explain the contribution of certification 
to the drug regulatory process and the circumstances in which each of the three types of documents will be 
required. 

3.5 The Certificate of a Pharmaceutical Product (Annex 1) is intended for use by the competent authority 
within an importing country in two situations: 

- w h e n the product in question is under consideration for a product licence that will authorize its 
importation and sale; 

- w h e n administrative action is required to renew, extend, vary or review the above licence. 
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3.6 All requests for certificates should be channelled through the agent in the importing country and the 
product licence holder or other commercially-interested party in the exporting country ("the applicant"). The 
applicant should submit the following information for each product: 

brand name 

generic name (INN where such exists) 

name and address of manufacturing facility 

formulation (when no product licence exists or when the formulation differs from that of the licensed 
product) 

product information for medical professionals and for patients as approved in the exporting country 

labelling on retail and wholesale containers 

retail packaging. 

3.7 The certificate is a confidential document. As such, it can be issued by the competent authority in the 
exporting country ("the certifying authority") only with the permission of the applicant and, if different, of the 
product licence holder. 

3.8 The certificate is intended to be incorporated into a product licence application in the importing country. 
Once prepared, it is transmitted to the requesting authority through the applicant and, when applicable, the 
agent in the importing country. 

3.9 When any doubt arises about the status or validity of a certificate, the competent authority in the 
importing country should request a copy directly from the certifying authority, as provided for in section 4.9 of 
these guidelines. 

3.10 In the absence of any specific agreement, each certificate will be prepared exclusively in the working 
language(s) of the certifying authority. The applicant will be responsible for providing any notarized 
translation that may be required by the requesting authority. 

3.11 Since the preparation of certificates imposes a significant administrative load on certifying authorities, 
the service may need to be financed by charges levied upon applicants. 

3.12 Supplementary attestations are obtainable only at the discretion of the certifying authority and with the 
permission of the applicant. The certifying authority is under no obligation to supply additional information. 
Requests for supplementary information should consequently be referred to the applicant, and only in 
exceptional circumstances to the certifying authority. 

3.13 Statement of Licensing Status of Pharmaceutical Product(s) (Annex 2). This attests only whether or not 
a licence has been issued for a specified product, or products, for use in the exporting country. It is intended 
for use by importing agents when considering bids made in response to an international tender, in which case it 
should be requested by the agent as a condition of bidding. It is intended only to facilitate the screening and 
preparation of information. The importation of any product that is provisionally selected through this 
procedure should be determined on the basis of a Certificate of a Pharmaceutical Product. 

3.14 Batch Certificate of a Pharmaceutical Product (Annex 3). Certification of individual batches of a 
pharmaceutical product is normally undertaken by the manufacturer and only exceptionally, as in the case of 
vaccines, sera and some other biological products, by the competent authority of the exporting country. Batch 
certificates are intended to accompany and provide an attestation concerning the quality and expiry date of a 
specific batch or consignment of a product that has already been licensed in the importing country. A batch 
certificate should include the specifications of the final product at the time of batch release and the results of a 
full analysis undertaken on the batch in question. In most circumstances these certificates are thus issued by 
the manufacturer to the importing agent (i.e. the product licence holder in the importing country), but they 
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must be made available at the request of - or in the course of any inspection made on behalf of • the 
competent national authority. 

4. ISSUING A CERTIFICATE 

4.1 The certifying authority is responsible for assuring the authenticity of the certified data. Certificates 
should not bear the emblem of the World Health Organization, but a statement should always be included to 
confirm whether or not the document is issued in the format recommended by W H O . 

4.2 When the applicant is the manufacturer of the finished dosage form, the certifying authority should 
satisfy itself, before attesting compliance with G M P , that the applicant: 

(a) applies identical standards to the production of all batches of pharmaceutical products 
manufactured within the facility, including those destined exclusively for export. 

(b) consents, in the event of identification of a quality defect consonant with the criteria set out in 
section 5.1，to relevant inspection reports being released, in confidence, to the competent authority in the 
country of import, should the latter so require. 

4.3 When the applicant is not the manufacturer of the finished dosage form, the certifying authority should 
similarly satisfy itself - in so far as it has authority to inspect the records and relevant activities of the 
applicant - that it has the applicant's consent to release relevant reports on the same basis as described in 
section 4.2 (b) above. 

4.4 G M P as recommended by W H O assigns to the manufacturer of the finished dosage form responsibility 
for assuring the quality of active ingredients. National regulations may require that suppliers of active 
ingredients be identified in the product licence, but the competent authority may have no power to inspect 
them. 

4.5 Notwithstanding this situation, a certifying authority may agree, on a discretionary and voluntary basis, 
and at the request of a manufacturer, to undertake an inspection of a manufacturer of active ingredients to 
satisfy specific requirements of a requesting authority. Alternatively, pending the development of specific 
guidelines for active pharmaceutical ingredients, the certifying authority may be able to attest that the 
manufacturer is an established supplier of the substance in question to manufacturers of finished dosage forms 
licensed for marketing under its jurisdiction. 

4.6 Whenever a product is purchased through a broker or another intermediary, or when more than one set 
of premises has been involved in the manufacture and packaging of a product, the certifying authority should 
consider whether it has received sufficient information to satisfy itself that those aspects of the manufacture of 
the product for which the applicant is not directly responsible have been undertaken in compliance with G M P 
as recommended by W H O . 

4.7 The certifying authority should officially stamp and date all copies of product information submitted to it 
in support of an application for a certificate. Every effort should be made to ensure that certificates and all 
annexed documentation are consonant with the version of the product licence operative on the date of issue. 

4.8 Any additional attachment to a certificate submitted by the applicant, such as price lists of products for 
which bids are offered, should be clearly identified as not comprising part of the attestation made by the 
certifying authority. 

4.9 To avert potential abuse of the Scheme, to frustrate attempts at falsification, to render routine 
authentication of certificates by an independent authority superfluous and to enable the certifying authority to 
maintain comprehensive records of countries to which specific products have been exported, each certificate 
should identify the importing country and be stamped on each page with the official seal of the certifying 
authority. An identical copy, clearly marked as duplicate, should be forwarded by the certifying authority on 
demand directly to the importing country authority. 
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5. NOTIFYING AND INVESTIGATING A QUALITY DEFECT 

5.1 Each certifying authority undertakes to institute inquiries into any quality defect reported in a product 
exported in accordance with the provisions of the Scheme, on the understanding that: 

-the complaint is transmitted, together with the relevant facts, through the competent authority in the 
importing country; 

-the complaint is considered to be of a serious nature by the latter authority; and 

-the defect, if it appeared after delivery of the product into the importing country, is not attributable to 
local conditions. 

5.2 In the case of obvious doubt, a participating national authority may request the World Health 
Organization to assist in identifying an independent quality control laboratory to carry out tests for the 
purposes of quality control. 

5.3 Each certifying authority undertakes to inform the World Health Organization and, as far as is possible, 
all competent national authorities, of any serious hazard newly associated with a product exported under the 
provisions of the Scheme or of any criminal abuse of the Scheme directed, in particular, to the export of falsely 
labelled, spurious, counterfeited or substandard pharmaceutical products. On receipt of such notification, 
W H O will transmit the message immediately to the competent national authority in each Member State. 

5.4 The World Health Organization stands prepared to offer advice should difficulty arise in implementing 
any aspect of the Scheme or in resolving a complaint, but it cannot be a party to any resulting litigation or 
arbitration. 



No. of Certificate, Exporting (certifying) country: 

Importing (requesting) country: 

C e r t i f i c a t e o f a P h a r m a c e u t i c a l P r o d u c t 1 

Proprietary name (If applicable) and dosage form: 

Active ingredient(s)2 and amount(s) per unit dose3: 
1 • Is this product licensed to be placed on the market for use in the exporting country?4 If yes, complete box A; if no, complete box В 

A 

Product Гюепсе holder: 

Status of licence holder:5 a • t • с • d • 
Number of product licence5 and date of issue: 

Is an approved technical summary appended?7 yes • no • 

yes • no • 

Applicant for certificate if different 
from the licence holder:8 

not 
provided 

• 

В 

Applicant for certificate: 

Status of applicant:5 a • ь • с • d • 

Why is authori-
zation lacking?: not 

required 
• n o t “ • requested 

under • refused • 
considera-

tion 

Remarks:9 

2. Does the certifying authority arrange for periodic inspection of the manufacturing plant in which the dosage form is produced? yes • If No, proceed to 
no i~ i question 3 

Periodicity of routine inspections (years): 1~1 

Has the manufacture of this type of dosage form been inspected? yes • n o • 

Do the facilities and operations conform to GMP as recommended by the World Health Organization?10 yes • no • 

3. Does the information submitted by the applicant satisfy the certifying authority on all aspects of the manufacture of the product undertaken by another party?11 

yes • no • If no, explain: 

Address of certifying authority: Name of authorized person: 
Signature: 

Telephone/fax numbers: Stamp and date: 

conforms to the format recommended by the Woil 

(Explanatory Notes and General Instructions overleaf) 



G e n e r a 丨 I n s t r u c t i o n s 

1. Please refer to the guidelines for full instructions on how to complete this form and information on the implementation of the scheme. 

2. Forms should be completed using a typewriter to assure legibility. 

3. A cross should be placed in squares as appropriate to indicate which options apply. 

4. Additional sheets should be appended, as necessary, to accommodate remarks and explanations. 

E x p l a n a t o r y N o t e s 

1 This certificate, which is in the format recommended by WHO, establishes the status of the pharmaceutical product and of the applicant for the certificate in the exporting country. It 
is for a single product only since manufacturing arrangements and approved information for different dosage forms and different strengths can vary. 

2 Use, whenever possible, international nonproprietary names (INNs) or national nonproprietary names. 

3 A qualitative listing of other ingredients contained in the dosage form should be appended. 

4 When applicable, append details of any restriction applied to the sale, distribution or administration of the product that is entered into the product licence. 

(a) manufactures the active ingredients and the finished dosage form; 
(b) manufactures the finished dosage form; 
(c) packages and/or labels a finished dosage form manufactured by an independent company; or 
(d) is involved in none of the above. 

6 Indicate, when applicable, if the licence is provisional, pending technical review. 

7 This refers to the document, prepared by some national regulatory authorities, that summarizes the technical basis on which the product has been licensed. 

8 In this circumstance, permission for issuance of the certificate is required from the product licence holder. 

9 Please indicate the reason that the applicant has provided for not requesting registration, e.g.: 
a) the product has been developed exclusively for the treatment of conditions 一 particularly tropical diseases 一 not endemic in the country of export. 
b) the product has been reformulated with a view to improving its stability under tropical conditions. 
c) the product has been reformulated to exclude excipients not approved for use in pharmaceutical products in the country of import. 
d) the product has been reformulated to meet a different maximum dosage limit for an active ingredient. 
e) any other reason, please specify. 

10 The requirements for good practices in the manufacture and quality control of drugs referred to in the certificate are those adopted by the Twenty-eighth World Health Assembly in 
its resolution WHA28.65 (see WHO Official Records, No. 226,1975, Annex 12, Part 1 ). Proposals for the amendment of these requirements will be included in the report of the Thirty-
second Expert Committee on Specifications for Pharmaceutical Preparations. Recommendations specifically applicable to biological products have been formulated by the WHO 
Expert Committee on Biological Standardization and are published in the WHO Technical Report Series. 

11 This section is to be completed when the product licence holder or applicant conforms to status (c) or (d) as described in note 4 above. It is of particular importance when foreign 
contractors are involved in the manufacture of the product. In these circumstances the applicant should supply the certifying authority with information to identify the contracting 
parties responsible for each stage of manufacture of the finished dosage form, and the extent and nature of any controls exercised over each of these parties. 



No. of statement.. Exporting (certifying) country: 
Importing (requesting) country: 

S t a t e m e n t o f L i c e n s i n g S t a t u s o f P h a r m a c e u t i c a l P r o d u c t ( s ) 1 

This statement indicates only whether or not the following products are licensed to be placed on the market for use in the exporting country. 

Applicant (name/address): 

Proprietary name (if applicable) Dosage form: Active ingredient(s)^ and amount(s) per unit dose: Product licence No. & 
Date of issue3 

The certifying authority undertakes to provide, at the request of the product licence holder, a separate and complete certificate in the format recommended by WHO, for each of the 
products listed above. 

Address of certifying authority: 
Telephone/fax numbers: 

Name of authorized person: 
Signature: 
Stamp and date: 

(Explanatory Notes and General Instructions overleaf) 

E
B
8
9
/
Z
F
.
D
O
P
/
4
 

^
ш
ю
ф
 2
Ü
1
 

A
N
N
E
X
2
 



Genera丨 Instructions 

1. Please refer to the guidelines for full instructions on how to complete this form and information on the implementation of the scheme. 

2. Forms should be completed using a typewriter to assure legibility. 

3. Additional sheets should be appended, as necessary, to accommodate remarks and explanations. 

Explanatory Notes 

1 This statement is intended for use by importing agents who are required to screen bids made in response to an international tender and should be requested by the agent as a 
condition of bidding. The certificate indicates that the listed products are authorized to be placed on the market for use in the exporting country. A Certificate of a Pharmaceutical 
Product in the format recommended by WHO will be provided, at the request of the applicant and, if different, the product licence holder, for each of the listed products. 

2 Use, whenever possible, international nonproprietary names (INNs) or national nonproprietary names. 

3lf no product licence has been granted, enter "not required", "not requested", "under consideration" or "refused" as appropriate. 



No. of Certificate: Importing (requesting) authority: 

Manufacturers/Official1 Batch Certificate of a Pharmaceutical Product 
Proprietary name (if applicable) and dosage form: 

Active ingredient(s)2 and amount(s) per unit dose: 

Product licence holder3: 

Product licence issued by3: 

Product licence number3: Date of issue3: 

Product certificate number3,4: 

Batch number: Date of manufacture: Shelf life (years): 

Contents of container: Nature of secondary container: Nature of primary container/wrapping: 

Specific storage conditions: Temp, range: Remarks5: 

Quality analysis 

What specifications apply to this dosage form. Either specify the pharmacopoeia or append the specifications. 

Does the batch comply in all particulars with the above specif ¡cations? yes • no • Append certificate of analysis.6 

It is hereby certified that the above declarations are correct and that results of the analyses and assays on which they are based will be provided on request to 
the competent authorities in both the importing and exporting countries. 

Name and address of authorized person: Signature of authorized person: 

Telephone/fax numbers: Stamp: 
Date: 

(Explanatory Notes and General Instructions overleaf) 



General Instructions 
1. Please refer to the guidelines for full instructions on how to complete this form and information on the implementation of the scheme. 

2. Forms should be completed using a typewriter to assure legibility. 

3. A cross should be placed in squares as appropriate to indicate which options apply. 

4. Additional sheets should be appended, as necessary, to accommodate remarks and explanations. 

Explanatory Notes for Batch Certificate 

Certification of individual batches of a pharmaceutical product is only undertaken exceptionally by the competent authority of the exporting country. Even then, it is rarely applied other 
than to vaccines and biologicals. For other products, the responsibility for any requirement to provide batch certificates rests with the product licence holder in the exporting country. 
The responsibility to forward certificates to the competent authority in the importing country is most conveniently assigned to the importing agent. 

Any inquiries or complaints regarding a batch certificate should always be addressed to the competent authority in the exporting country. A copy should be sent to the product licence 
holder. 

'Strike out whichever does not apply. 

2 Use, whenever possible, international nonproprietary names (INNs) or national nonproprietary names. 

3 All items within this box refer to the product licence or the Certificate of a Pharmaceutical Product issued in the exporting country. 

A This refers to the Certificate of a Pharmaceutical Product as recommended by the World Health Organization. 

5 Indicate any special storage conditions recommended for the product as supplied. 

6 Identify and explain any discrepancies from specifications. 
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IMPLEMENTATION OF WHO'S REVISED DRUG STRATEGY 

IV. WHO International Drug Monitoring Programme 

This report has been prepared in response to a request by the Executive 
Board's (then A d Hoc) Committee on Drug Policies, at its meeting in January 1988, 
for the Secretariat to arrange for an independent group of experts to examine the 
W H O International Drug Monitoring Programme in close collaboration with those 
managing and implementing it, and to make recommendations on the maximal use 
of resources and data and on the cost-benefit of the scheme in relation to other 
components of WHO's activities in the pharmaceutical field. The report presents 
the results of this inquiry and offers some suggestions for expanding the Programme 
to include other approaches to drug surveillance that are concerned with cost-
effectiveness as well as risk-benefit. -

CONTENTS 

A. I M P L E M E N T A T I O N O F T H E P R O G R A M M E 

1. Introduction 
2. Historical background 
3. The current position 
4. Access to the database 
5. Identification of signals 
6. Responsibilities of pharmaceutical manufacturers 
7. Other components of WHO's activities in the pharmaceutical field 

B. D R U G S U R V E I L L A N C E IN A B R O A D E R PERSPECTIVE 

1. Introduction 
2. Pre-registration monitoring 
3. Post-registration monitoring 
4. Longer-term studies 
5. Monitoring for efficacy 
6. Monitoring for safety • 
7. Monitoring for cost-effectiveness 

C. P R O P O S A L S F O R T H E F U T U R E 

A. IMPLEMENTATION OF THE PROGRAMME 

1. Introduction 

1.1 At its meeting in January 1988 the Executive Board's (then A d Hoc) Committee on Drug Policies 
recommended that an independent group of experts examine the W H O International Drug Monitoring 
Programme in close collaboration with those managing and implementing it, and make recommendations on 
the maximal use of resources and data and on the cost-benefit of the scheme in relation to other components 
of WHO's activities in the pharmaceutical field. In so doing, it drew attention to a number of limitations 
associated with the use of spontaneous reporting systems for investigating adverse reactions to drugs, including: 
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-lack of a denominator in relation to data; 

• validation of reports; 

-varying practice in handling individual case reports and in the evaluation of cause/effect relationships; 

-delays in the receipt and transmission of information; and 

-problems of confidentiality that could be particularly critical with wider dissemination of the data. 

1.2 This report reviews progress to date and offers some possibilities for extending and diversifying the 
W H O International Drug Monitoring Programme to embrace other aspects of drug surveillance, with particular 
reference to the needs of developing countries. It has been prepared in collaboration with: 

-the staff of the W H O Collaborating Centre for International Drug Monitoring (Uppsala, Sweden) and 
representatives of national centres participating in the W H O International Drug Monitoring 
Programme, notably during a meeting convened in November 1989; and 

- a n independent group of experts which met in Geneva on 28 and 29 June 1990.
1 

2. Historical background 

2.1 In the early 1960s the Director-General was requested by the World Health Assembly, inter alia, to 
develop "satisfactory methods for monitoring adverse reactions, especially late toxic effects, of drugs already in 
use" (resolution WHA17.39) and to establish "an international system of monitoring adverse reactions to drugs 
using information derived from national centres" (resolution WHA19.35). By pooling, collating and analysing 
on an international basis reports of all suspected reactions notified nationally by practising doctors, it was 
hoped that unanticipated adverse effects associated with marketed products might be detected at the earliest 
possible moment. 

2.2 In 1968 a coordinating unit was set up on a pilot scale for this purpose in Arlington, V A , USA. Within 
two years, it was transferred to W H O , Geneva, and since 1978 operational activities have been conducted in a 
W H O collaborating centre established and funded by the Government of Sweden and located within the 
National Board of Health and Welfare, Uppsala, Sweden. According to the agreement between W H O and the 
Government of Sweden, these activities are carried out "within policies determined by W H O which retains full 
responsibility for coordination of the programme, participation of national and other centres, and 
dissemination of information, including publications". 

2.3 Initially, 10 countries from Australasia, Europe and North America participated in the programme; and 
to date, 31 have joined. At the time of admission, each country is expected to have in place: 

- a national spontaneous monitoring system; 

- a national centre in which at least one doctor is available to collate and analyse incoming data; 

- a computerized system of data handling compatible with the international database used by the 
Collaborating Centre. 

2.4 Each participating national centre undertakes to forward the reports that it receives - devoid of 
information identifying the patient or the doctor - as rapidly as is practicable to the Collaborating Centre, 
where they are collated and entered into a computerized database. The Centre routinely provides W H O with 
a cumulative annual listing of all reports in the system, plus three-monthly printouts summarizing recently 
received information on events in various categories of special interest. These outputs are printed and issued 
by W H O on a restricted basis to all participating centres. To date, information on more than 

1

 Professor L. Salako, University of Ibadan, Nigeria; Professor M . Rawlins, Newcastle-upon-Tyne University, 
United Kingdom; and Professor M . Reidenberg, Cornell University, United States of America. 
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500 000 suspected adverse effects has been entered. Many of the participating national centres have 
established on-line access to the data; but, as yet, this facility provides limited search options. The 
Collaborating Centre consequently continues to undertake specific searches on request, and a listing of 
requested searches is included in a periodic newsletter issued exclusively to the national centres as a means of 
signalling issues of contemporary interest. 

3. The current position 

3.1 The questions raised in 1988 by the Executive Board's (then A d Hoc) Committee on Drug Policies 
reflect a lack of information on how - and to what extent - the participating national centres utilize the 
information derived from the database to guide regulatory decisions. The consensus among the centres is as 
follows: 

-spontaneous monitoring has long been established as a cornerstone of drug surveillance within every 
highly evolved national regulatory authority. There is as yet no prospect of any development that will 
change this situation; 

-the international database is frequently used in a collateral sense to support regulatory action. 
However, it has rarely provided decisive, primary evidence on which to base such action; 

-each participating national centre, or its competent national authority, has full discretion to use, 
disclose or publish information contained in or derived from the international database, according to 
its own judgement, in order to serve the public health interest within the country to best advantage; 

-the limitations of spontaneous reporting systems as identified by the Executive Board's (then Ad Hoc) 
Committee on Drug Policies, whüe valid, are well appreciated by the Collaborating Centre and the 
national centres, which consider that the database could be used more intensively to generate signals 
while acknowledging that, primarily because of lack of resources, interactive follow-up between 
national centres has sometimes been inadequate; 

-greater efforts are needed at national level to ensure that W H O is consistently provided with 
information on drugs that are voluntarily withdrawn by manufacturers following discussions with 
national authorities regarding perceived adverse effects. 

3.2 The international database is evidently regarded by each country utilizing it as an integral component of 
its post-marketing surveillance system and, hence, of its product registration process. Access to it provides 
national authorities with an indication of post-marketing experience already gained with a given product in 
other countries when it is first considered for registration, or whenever concern is subsequently generated over 
its safety. The national centres participating in the Programme have emphasized the value of the database as a 
means of confirming suspicions generated independently. This has an important bearing on the extent to 
which it can be used effectively - or reliably - by third parties. 

4. Access to the database 

4.1 The recent debate concerning third party access to the international database has been influenced by an 
obligation of some participating national centres to place their own data in the public domain in compliance 
with national law. Just as it is the prerogative of national administrations to determine the degree of 
confidentiality to be applied to governmental records and data, it is for the Director-General to determine the 
degree of confidentiality that should be applied to data in the trusteeship of W H O . In formulating his 
decision, he will doubtless have regard to assurances previously provided to the W H O governing bodies; the 
limitations that the participating centres themselves apply when using and interpreting the data; any conditions 
that individual national centres request W H O to apply when distributing the information that they supply; any 
criteria that are applied to national centres by W H O to determine their competence to participate in the 
scheme; and, of course, the reservations already cited by the W H O governing bodies regarding the 
interpretability of the data. In the last analysis, he must bear in mind that inappropriate use of the data by 
third parties, particularly for purposes of litigation, could readily discredit spontaneous monitoring, discourage 
doctors from notifying cases, and destroy the international collaborative system. 
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4.2 Particular weight will be attached to experience gained since September 1989 when W H O undertook to 
review all requests from third parties for access to information on a pilot basis. Within this period of time 
three major contributors have expressed reservations both about the release of information per se and about 
interpretations placed upon it. There are thus already clear indications that if information from the database 
is released to third parties, it should be provided on a discretionary basis and on the firm understanding that: 

-the applicant possesses both the competence and the facilities to utilize the data effectively, with the 
implication normally that the applicant is affiliated to an institution with relevant interests within the 
governmental, academic or industrial sectors; 

-the information will be used to investigate a defined drug safety issue, and particularly to supplement 
other data，independently obtained, with a view to confirming or refuting a working hypothesis; 

-full details relevant to the request are provided with the application; and 

- a n assurance is given that the results of the research will not be published before W H O and each 
national centre contributing relevant information have been given opportunity to comment. 

4.3 Requests from pharmaceutical companies for access to data raise special considerations. Sponsors of 
pharmaceutical products have an indisputable responsibility to maintain and update information on their 
products and they need actively to seek out information on their efficacy and safety. N o relevant information 
can reasonably be withheld from them. However, manufacturers are administratively and legally responsible 
for their products to national registration authorities, not to W H O . Other than in exceptional circumstances, 
therefore, communication between manufacturers and governments on the safety of specific products is 
appropriately conducted at national rather than international level. None the less, if the international database 
is to be used to full effect in the public interest, participating national centres must, at their discretion, have 
freedom to discuss information contained in the international database with interested manufacturers at any 
time. The delay incurred by an obligation to obtain prior consent from other centres before such discussions 
can be engaged would unreasonably compromise - and on occasion frustrate - the objectives of the Programme. 

5. Identification of signals 

5.1 When the Programme was devised over 20 years ago, spontaneous monitoring systems had only recently 
been established. There was no certainty that the objectives then envisaged for it were realistic. The 
participating national centres have now reassessed its value in the light of experience. Serious unanticipated 
adverse effects, resulting in regulatory action, have thus far not been identified through inspection of the 
international database. However, in the view of the national centres, the original expectation that a 
spontaneous monitoring system could operate effectively to generate suspicions de novo could be realized in 
practice if considerably more resources were at their disposal. Conclusions reached by the United States Joint 
Commission on Prescription Drug Use in 1980 indicated that published case reports most commonly provide 
the initial signals leading to the identification of unanticipated adverse effects. It is the subsequent 
transmission of clusters of confirmatory reports to national monitoring centres that provides the basis for 
distinguishing true from false signals. 

5.2 The methodology of spontaneous monitoring consequently involves not only the compilation and 
maintenance of a database but systematic and sustained screening of signals generated in the published 
literature. This is a task identified in the agreement between W H O and the Government of Sweden as one of 
the operational functions of the Collaborating Centre. However, the resources required are beyond the 
Centre's capacity. Nor would it be reasonable to look to the generosity of the Government of Sweden - which 
through the Collaborating Centre has assured the assiduous maintenance of the international database - to 
assume this responsibility. Moreover, it is doubtful - even if the required resources were available - whether 
the relevant literature can be screened effectively on a global basis. Because of linguistic divisions and the 
need to cover journals that are essentially of local interest, this can be more reliably achieved at national level. 

5.3 Many of the participating national centres - and also major research-based pharmaceutical companies _ 
are already engaged in this work, and the feasibility of pooling existing bibliographic databases to provide a 
broadly international resource could profitably be explored with them. Implementation of this proposal should 
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be considered, however, only if retrospective analysis demonstrates that potential exists for significantly 
improving the efficiency of the detection process in this way. 

6. Responsibilities of pharmaceutical manufacturers 

6.1 Many research-based pharmaceutical manufacturers are now actively involved in post-marketing 
surveillance. Some have built up specialized units headed by a formally trained pharmaco-epidemiologist. In 
addition to screening the literature, these companies now collect and assess case reports of suspected adverse 
effects with regard to their products. In several countries this engagement in post-marketing assessment has 
become a regulatory requirement. In this event, the licence holder must furnish, within a specified time-frame, 
details of all presumptive serious or unanticipated adverse effects with regard to registered products wherever 
they may have occurred. This has created an urgent need, from the perspective of both the companies and the 
regulatory authorities, to harmonize reporting requirements. Representatives of interested regulatory 
authorities and manufacturers have consequently met under the auspices of the Council for International 
Organizations of Medical Sciences (CIOMS) to develop an appropriate, internationally acceptable reporting 
form. Following broader consultation, W H O has recommended international adoption of such a form. Now 
that this preliminary undertaking has been completed, C I O M S has become the administrative focus for another 
collaborative project involving pharmaceutical manufacturers, representative bodies of medical specialties, and 
national drug regulatory authorities. This project is aimed at updating the classification and definition of 
adverse drug effects, which is seen as an essential requirement for effective post-marketing surveillance. 

6.2 Given adequate regulatory oversight, there is an inherent advantage in involving manufacturers formally 
in post-marketing surveillance. In future, collaboration with the pharmaceutical sector in this particular context 
may be facilitated by the decision of a number of research-based companies to set up an international 
foundation for drug safety that will be managed by a board of trustees and staffed by a small permanent 
secretariat. No novel principle is at issue in such collaboration, in that it has always been accepted that 
manufacturers should assume responsibility for the initial clinical assessment of their products. It is in the 
public interest that the resources and expertise of manufacturers should be applied to the fullest possible extent 
in subsequent oversight of their products. They are an effective focus for post-marketing surveillance since 
doctors who require information and advice on a possible adverse drug effect frequently refer to them in the 
first instance. Even when it is clear that a generic product is implicated, queries are often directed to the 
innovator company. None the less, for some long-established drugs, such as the barbiturates, there is no 
obvious company to which inquiry can now be directed. Moreover, the potential for conflict of interest cannot 
be entirely discounted. Some manufacturers may be unreasonably zealous in investigating reports. Some 
doctors may be resistant to reporting through them. For as long as these doubts remain, a direct reporting 
channel between the responsible clinician and the competent regulatory authority will need to be retained. 

6.3 However, now that two interrelated reporting systems co-exist, the need to analyse the implications of 
this co-existence will sooner or later become irresistible. The planning and oversight of this analysis might 
constitute an inaugural task for a W H O expert advisory panel on drug surveillance, as envisaged by the 
Director-General in his report to the Executive Board's Committee on Drug Policies at its meeting in 
May 1989.

1 

7. Other components of WHO'S activities in the pharmaceutical field 

7.1 The Exective Board's Committee on Drug Policies has requested information on the cost-benefit of the 
W H O International Drug Monitoring Programme in relation to other components of WHO's activities in the 
pharmaceuticals field. Such analyses inevitably demand value judgements. A wide range of varied activities is 
at issue. Within W H O headquarters as a whole, many of the technical programmes are now involved in the 
development and assessment of pharmaceutical products. This involvement, particularly in the areas of 
tropical diseases and human reproduction, has contributed in no small measure to the international reputation 
of the Organization. 

1

 Document DAP/EB/89.4, section 4. 
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7.2 The W H O pharmaceuticals programme is responsible for implementing and promoting the following 
components of WHO's revised drug strategy as endorsed by the World Health Assembly in resolution 
WHA39.27: 

-selecting, in collaboration with national nomenclature committees, International Nonproprietary 
Names for pharmaceutical substances - an activity that was called for by the first World Health 
Assembly and is considered vital for assuring effective international communication in medicine; 

-developing and promulgating WHO's "Good Practices in the Manufacture and Quality Control of 
Drugs" and the associated W H O Certification Scheme on the Quality of Pharmaceutical Products 
moving in International Commerce which, because it formally extends the terms of reference of 
national drug regulatory authorities to drugs intended for export, should be pivotal to the regulatory 
process in the many developing countries that are largely reliant upon imported products; 

-compiling and regularly updating the W H O Model List of Essential Drugs and preparing the 

complementary WHO Model Prescribing Information series - activities which offer a tangible basis for 
rationalizing the procurement and use of drugs and have provided a starting-point for many national 
formulary committees; 

-maintaining The International Pharmacopoeia and Basic Tests for Pharmaceutical Substances and Basic 
Tests for Pharmaceutical Dosage Forms using methodology that is adapted to the needs of developing 
countries, being in mind that because countries without a highly evolved drug regulatory apparatus are 
particularly vulnerable to substandard and spurious products, appropriate methods of laboratory 
analysis and control are now recognized to be an essential component of quality assurance everywhere; 

-providing information on national regulatory decisions obtained through WHO's network of 
144 national information officers, in the monthly WHO Pharmaceuticals Newsletter, collating and 
reviewing this information in the United Nations Consolidated List of Products whose Consumption 
and/or Sale have been Banned, Withdrawn, Severely Restricted or Not Approved by Governments; 
and issuing discursive commentaries on the more important actions in the official subscription 
periodical WHO Drug Information; 

-convening and co-sponsoring the biennial International Conferences of Drug Regulatory Authorities, 
which bring together regulators from developed and developing countries and offer a unique forum for 
discussion and harmonization of matters of common and mutual interest; and 

-collaborating with the Council for International Organizations of Medical Sciences (CIOMS), and 
other nongovernmental bodies in official relations with W H O - notably, the International Federation 
of Pharmaceutical Manufacturers Associations (IFPMA), the International Pharmaceutical Federation 
(FIP), the World Federation of Proprietary Medicine Manufacturers ( W F P M M ) and the International 
Union of Pharmacology (IUPHAR) - to promote training in the rational use of drugs, particularly in 
developing countries. 

7.3 A basic qualitative difference between these activities and the W H O International Drug Monitoring 
Programme is that the former are directed either to all Member States of W H O or specifically to developing 
countries. The monitoring programme, as it was first conceived and is now organized and implemented, is 
directed essentially to those countries with sophisticated regulatory capacity that are at the forefront of new 
drug development. Other approaches will need to be developed if the needs of developing countries are to be 
met more effectively. 

7.4 It is impossible to hazard any estimate of the benefit of the monitoring programme in terms of lives 
saved or injuries averted. Indeed, since the resulting database is not a final product but a research tool that 
assists the regulatory process, the output is not readily amenable to external review. However, since 
representatives of participating national centres claim without exception that the existence of the international 
database facilitates the detection and control of hazardous products, the benefit could well be substantial. The 
support accorded by the Government of Sweden to the W H O Collaborating Centre thus contributes directly to 
the efficiency of the regulatory process within the participating countries. 
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В. DRUG SURVEILLANCE IN A BROADER PERSPECTIVE 

1. Introduction 

1.1 Open-ended surveillance and assessment of marketed drugs is as relevant to developing countries as it is 
to the developed world. Not only is drug safety at issue but also the broader question of the rational use of 
drugs. Where objective information on the performance of drugs in routine use is lacking, there is no tangible 
basis for improving either therapeutic management or, in a broader context, the cost-effectiveness of medical 
care. Moreover, to evoke attention and respect, this information needs to be generated on the basis of local 
experience wherever this is possible. 

1.2 Surveillance, however, can be a costly undertaking. Many governments do not have the resources to 
provide funds for this purpose from the national health budget. Even in highly developed countries, it is likely 
that manufacturers will be expected to assume greater executive responsibility for this task, particularly in those 
countries where the national regulatory authority, having been placed on a self-financing footing, is dependent 
upon licensing fees to generate income. Elsewhere, reliance has to be vested heavily in the initiatives of 
practising doctors, supplemented exceptionally when the occasion arises by support from international funding 
agencies for specific projects. 

1.3 Drug assessment and surveillance, in its widest sense, is a composite activity that is directed to 
open-ended assessment of the efficacy, safety and cost-effectiveness of new and established drugs. The 
potential contribution of the international sector to this process needs to be prefaced by the following short 
account of the various components. 

2. Pre-registration monitoring 

2.1 The prospective controlled clinical trial remains the ultimate standard everywhere for assessing 
therapeutic efficacy. However, it provides an inconclusive basis for establishing the safety of a drug entering 
into routine use. Marketing authorizations for new drugs are typically accorded on the basis of clinical studies 
that involve, at most, no more than a few hundred patients who are unlikely to have been treated - even when 
the drug is intended to be used on a long-term basis - for more than one or two years. A sample of this size is 
too small to detect infrequent adverse effects with acceptable certainty; no information is available at this time 
on any adverse effects that become apparent only after a long period of latency; moreover, no information is 
provided at this time on those important categories of patients who are likely to have been excluded from 
pre-registration trials, including children, pregnant women and patients with other diseases who may also be 
taking other drugs. Complementary post-registration monitoring should consequently be regarded as a routine 
requirement in the definitive assessment of a marketed drug. 

2.2 Classic prospective controlled studies that have been carried out in developing countries in the treatment 
of tuberculosis and leprosy exemplify the exacting standards that can be attained with a modest financial 
commitment. Far too often, however, plans are compromised by lack of necessary supporting facilities, and 
particularly of microbiological laboratory services, in trials of antimicrobials in which primary or secondary 
resistance are important determinants of treatment failure. 

2.3 The implications of "compassionate release" of new products of possible but unproven efficacy need to be 
carefully studied. Pressure to make new drugs available ever earlier, particularly for the treatment of AIDS, is 
inviting speculative commentaries in the media that result in public confusion and possibilities of exploitation 
of patients, particularly in countries without highly evolved drug regulatory authorities. 

3. Post-registration monitoring 

3.1 It is now generally accepted that every new drug needs to be monitored for a specified period after its 
initial marketing date in order to detect infrequent or delayed adverse effects. Many national regulatory 
authorities now require the product licence holder to undertake this work in accordance with a predetermined 
plan and to report back formally on the outcome of the study. 

3.2 Post-registration monitoring works satisfactorily when the drug has been developed with an expectation 
of commercial return. It may also work for an "orphan drug" developed for use in a small target population of 
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patients in a highly developed country since the costs involved may not be onerous. However, it can impose an 
unacceptable burden on a company with a compound that might usefully be developed to treat a tropical 
disease but offers no incentive commercially. Yet, such monitoring is of particular importance for antiparasitic 
drugs that may be administered with little preliminary screening or subsequent review of treated individuals. 
In the case of ivermectin, which was first made generally available for suppressive treatment of onchocerciasis 
in 1988, the required support for a monitoring study was provided through the W H O Special Programme for 
Research and Training in Tropical Diseases. Thus far, not only have more than 60 000 patients been 
monitored in this study following their first exposure, but also infants identified as having been inadvertently 
exposed in utero. This experience has, de facto, created a standard against which plans for the introduction of 
other drugs intended for community use in developing countries will inevitably be compared. 

3.3 However, such studies will never render spontaneous monitoring schemes superfluous because serious 
acute adverse drug effects still sometimes elude detection at the initial stage and may then not be signalled for 
several years. The most frequent causes of product withdrawal at this stage are haematological, hepatic and 
serious dermatological disorders. It is sometimes suggested that permanent sentinel monitoring centres should 
be created to screen all diagnosed cases of such conditions, together with the patient's full drug history, in a 
search for possible causal associations. This type of monitoring has, thus far, been performed largely on a 
temporary basis in order to collect data for case-control studies. A longer-term project to monitor associations 
between drug exposure in utero and congenital deformities has been in existence for many years. But other 
schemes set up by various specialized medical groups to monitor suspected drug-induced effects involving 
specific organ systems have failed, presumably because they simply competed with and duplicated the function 
of the national monitoring centres. 

4. Longer-term studies 

4.1 Prospective cohort studies, provided that they are conducted on an adequate scale, are acknowledged to 
provide the most reliable information on long-term sequelae to drug exposure. However, the costs and logistic 
problems of efficiently following up a large cohort of individuals over a period of many years are considerable. 
Case4:ontrol studies can be designed to provide comparable information on specific hypothetical hazards on a 
retrospective basis, but they have proven in practice to be highly vulnerable to confounding variables, and 
particularly to recall and selection bias. In developed countries, investment in long-term prospective studies 
has been justified most readily by the compelling need to establish the long-term safety of oral contraceptive 
preparations. In developing countries, such assurances are additionally required in respect of widely used and 
repeatedly administered antiparasitic drugs, but the resources required are generally prohibitive. Recent 
experience in developing countries with case-control studies designed to assess suspected short- and long-term 
drug-related hazards have provided useful but, in some cases, controversial results. This method, as yet, 
remains the tool of clinicians with formal epidemiological training. Its pitfalls need to be better appreciated 
before it can be unreservedly recommended for wider use. 

4.2 Meanwhile, in a search for yet more economical approaches to identifying causal associations, 
pharmaco-epidemiological methodology is also being tested in record linkage techniques. The use of 
databases, originally compiled for other purposes, to associate diagnoses established during hospital admissions 
with the patient's earlier use of prescription drugs merits continued but cautious exploration. As with other 
methods, the most decisive evidence of the value of this approach will be provided by wide sharing of 
experience now being acquired using the approach and the conceptually similar technique of 
"prescription-event" monitoring. 

5. Monitoring for efficacy 

5.1 The determinants of prescribing decisions are often complex and sometimes uncertain. They may derive 
from textbooks and the published literature, but they may just as readily be influenced by peers or teachers, 
recollections of a previous patient, or advertising claims. Until recently, little incentive existed to undertake 
comparative studies of alternative treatments. The merits of different approaches to the treatment of 
hypertension, for instance, and even the stage of the disease at which treatment should be instituted remained 
uncertain for years because patients needed to be assessed over long periods of time, and differences in 
therapeutic outcome were likely to be too small to be demonstrated on the basis of experience gained in a 
small number of clinical units. Trials on a very large scale are necessary in such situations, and in recent years 
a number of ambitious multicentre studies have been successfully undertaken, particularly in the field of 
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cardiovascular medicine. However, the cost and organizational commitment involved is considerable and the 
necessary investment can be contemplated only for serious diseases of high prevalence. 

5.2 Before such definitive studies became possible the only means of obtaining an objective overview of 
recorded therapeutic experience in any particular was through exhaustive literature surveys of relevant 
individual studies. The feasibility is now being explored, however, of developing valid ways of combining and 
weighing the results of independent trials directed to the same objective throu^i a form of "meta-analysis". 
The approach is novel and the criteria that have been developed are, as yet, applied in a speculative manner. 
The concept, however, seems worthy of further development since it has potential value whenever a large 
constellation of clinical research data needs to be rendered down in a search for a practical therapeutic 
guideline. 

6. Monitoring for safety 

6.1 Spontaneous monitoring of suspected adverse drug effects, when organized within an institutional 
environment or from a locally-based focal point, has educational as well as regulatory significance. The few 
centres that have described their experiences - whether in developed or developing countries - report 
enthusiastic support from all categories of professional staff and，on occasion, an unexpected number of reports 
of serious, dose-related adverse drug effects has been received. 

6.2 Failure of efficacy is an important yet readily overlooked adverse event. Sometimes this results from 
pharmacological or immunological tolerance, and sometimes from inadequate therapy or substandard drugs. 
Frequently, however, in the case of antimicrobial agents it is an expression of resistance of pathogenic 
organisms. It is emphasized in the most recent report of the Expert Committee on the Use of Essential 
Drugs

1

 that an antibiotics policy involving the use of reserve drugs cannot be effectively implemented without 
facilities for careful microbiological monitoring to detect the emergence of drug-resistant organisms. 

7. Monitoring for cost-effectiveness 

7.1 Everywhere, the burgeoning costs of health care are posing an unprecedented challenge to managers in 
the public health sector. Retrenchment in the provision of health services can only be offset by enhanced 
efficiency in the delivery of health care. Indeed, it now seems inevitable that, for the foreseeable future, many 
new drugs • and particularly the products of biotechnology - will be priced out of the reach of the majority of 
patients that could benefit from them. In other contexts, and particularly in the prophylactic treatment of 
cardiovascular conditions, debate is engaged on whether substantial expenditure on drugs is sometimes 
incurred for equivocal benefit. 

7.2 Against this background, it is vital that practising doctors respect priorities. These, in turn, need to be 
established on the basis of objective investigation. In the years ahead, assessment of the contribution of 
medical care to the welfare both of the patient and of society as a whole will increasingly be judged in hard 
terms of value for money. The methodology for cost-benefit assessment is still evolving and guidelines are 
needed, particularly to ensure that superficial economic analyses are not allowed to override the interests of 
patients, in terms either of quality or of expectation of life. 

7.3 Ultimately, cost-effective prescribing is most persuasively encouraged when the scientific observations on 
which judgements are based are presented to doctors in readily assimilable form in drug bulletins, in 
formularies and within the context of postgraduate education. In some measure, virtually all governments have 
found that advice needs, on occasion, to be backed by administrative constraint at either national or local level. 
Many developing countries have long used an adaptation of the W H O Model List of Essential Drugs as a 
means of rationalizing drug procurement and prescribing. Elsewhere, other mechanisms, including national 
drug formularies, non-reimbursable drug lists, restricted reimbursement schemes, promotion of generic 
prescribing, and surveillance of doctor's prescribing costs have been introduced by governments in order to 
contain expenditure. 

1 WHO Technical Report Series, No. 796, 1990. 



EB89/INF.DOC./2 
page 34 

7.4 In the last analysis, however, every individual doctor needs to adopt a critical and enquiring attitude 
toward the use of drugs, and every institution needs to keep its drug procurement and prescribing policies 
under open-ended review. The discipline required can only be inculcated through effective education of 
doctors both during their initial training and throughout their active careers. There is wide recognition of the 
need to broaden the accepted scope of clinical pharmacology to address this need. Indeed, W H O is already 
formally engaged with the International Union of Pharmacology in exploring the potential relevance of the 
specialty to public health in both developed and developing countries. 

7.5 This activity has yet to evolve, but many of the matters at issue are evident at the outset: 

-there is a need to develop systems of therapeutic monitoring - including post-marketing surveillance 
and drug utilization studies - not only as a support to the drug registration process but as an 
educational tool that will promote good prescribing practices. Already, informal reporting systems 
have been set up to good effect as a result of local initiatives both in institutions and on a community 
basis in developed and developing countries; 

-there is a need to explore the feasibility of complementing the existing international systems with more 
selective approaches to post-marketing surveillance，directed either to specific drugs or to specific 
pathology. Such an approach is already being profitably applied by W H O to newly introduced drugs 
for tropical disease, notably ivermectin, and there is clearly scope for extending it to disorders that are 
commonly drug-related, including blood dyscrasias, serious dermatological conditions, congenital 
malformations and cancers; 

-if the detection of longer-term adverse sequelae to drug use is to become more efficient, secure 
methods of linking prescribing information to hospital records will need to be more widely introduced. 
This, in turn, will require greater acceptance - without prejudice to the need to protect confidentiality • 
of the use of clinical data for the benefit not only of the individual patient but of society as a whole; 

-this costly infrastructure will remain insecure until the application of epidemiological principles to the 
assessment of drug-induced effects is better refined. W H O possesses the appropriate consultative 
capacity to promote debate of the issues, to advance methodology in the light of the best prevailing 
practices, and to monitor the results of their application; 

-these general principles apply not only to detection and assessment of adverse drug effects but to 
monitoring of all other indicators of their performance. In particular, the W H O Expert Committee on 
the Use of Essential Drugs has already pointed to the need for access to microbiological reference 
laboratories as a mandatory prerequisite to the rational use of the expensive reserve antibiotics now 
included in the W H O Model List of Essential Drugs. 

C. PROPOSALS FOR THE FUTURE 

1. Drug surveillance is fast evolving both in scope and in methodology. It has application in both developed 
and developing countries and the information it generates provides an objective basis for the rational use of 
drugs. The W H O International Drug Monitoring Programme, as it is now operated by the W H O 
Collaborating Centre, fulfils an important need for highly developed countries. However, the Programme 
needs to be extended in scope and to be guided in its development by an expert advisory panel on drug 
surveillance. This group, which would be analogous to the advisory committees which are now part of the 
accepted structure of many highly evolved national drug regulatory authorities, would need to interact closely 
with those managing and executing the Programme. 

2. It is envisaged that the expert advisory panel would be competent to advise on all aspects of risk-benefit, 
cost-benefit and cost-effectiveness of drugs; assess whether prevailing activities and methodologies remain 
appropriate in the light of technical advances, and recommend changes as appropriate. 
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3. Among the technical issues identified in this report as worthy of attention by the panel are: 

-development of guidelines for pre-registration assessment and post-marketing surveillance of drugs 
intended for use in developing countries, and particularly of those intended to be administered on a 
community basis; 

-review of the use and assessment of the potential of the various types of databases and data linkage 
systems that are used for drug surveillance studies; 

-study of the feasibility of creating permanent centres to record and monitor notified cases of serious 
diseases known to be sometimes associated with drug use; 

-evaluation of the consequences of current pressures to release new drugs for serious diseases at a 
relatively early stage of development. 

4. Success in this ambitious programme of work will be determined, in important measure, by the extent to 
which active collaboration can be developed, not only with drug regulatory authorities, but with the Council for 
International Organizations of Medical Sciences and other interested nongovernmental organizations, including 
the International Union of Pharmacology and the International Federation of Pharmaceutical Manufacturers 
Associations. 


