P

CONFERENCE OF EXPERTS ON THE .
RATIONAL USE OF DRUGS

25 ~ 29 November 1985, Nairobi, Kenya

Agenda item 1

THE ROLE QF WHO IN THE TRANSFER AND DISSEMINATIDN OF INFORMATION oN
DRUG QUALITY, SAFETY AND EFFICACY

_CONTENTS =

1' WHO (AND ITS CONsTITUTIONAL.MANDATE) LI R R R R R R N L R
2. THE STRUCTURE AND CONTROL, OF NATIoNAL DRUG MARKETS .‘.‘...........;;.;....

The administrative control of pharmaceutical products faersrraasaa s
The technical assessment of pharmaceutical Products ...eseesessessssssssns
Econouwic factors as determinants of drug development and use “......uvnn--
The exportation of pharmaceutical ProduCES fiuieriiiii i
Internarional exchange of informatieon W.u.i..inuiriisivrroanonsoasnonnnnnnens

3. THE NORMATIVE FUNCTIONS OF WHD‘.;.L;.}.aﬁﬁ;.......‘;...;......;}}...;.....

Terms of L T
International nonproprietary names for drug substances terrrratatibat e
Classification of drugs and their adverse FEACTIONS o uiuvsvinmmnnyrrnnanns
The International Pharmacopoeia .....................,....1.....;.........
Good manufacturing Practices wuu..ivrernrsreroastocsosennrnssrnranssssanns
Harmonization of regulatory TEQUITEMENLSE v\vusiunnrinnnrnnsosasersusasansn

\

4. THE ADVISORY FUNCTIONS OF. WHO veivusi'husuuvsnnnennesnnseenanmesennnns ..

' Techmical réports and other publications .;y:..;.;..;..;..;..;;1...}}.;..,
Studies in drug utilization .............;..;............;................
The concept of esszential drugs ....................;... ..... .

3. ‘INTERGOVERNMENTAL EKCHANGE OF INFORMATION ......;;.;-........L............

Mechanisms for collaboration ..Q;,.{L}......{..;....}....;..........,L....
Exchange of information on regulatory decisions ......evessssssersessinnns

Monitoring of adverse drug reactions R LT T T T T T e,

Evaluated information on regulatory decisions .vuevevesesseseeeernrrnrrens

Annex ' Resolutions of. the World Health Aaaembly ralatad 0 the
transfer and diaaamination of information on drug quality,
safety and efficacy : :

WHO/CONRAD/WE/1. 2

10 Septemher

44444,

1985

P
'fﬁfkf
b




WHO/ CONRAD/WE /1.2
page 2

THE ROLE OF WHO IN THE TRANSFER AND DISSEMINATION OF INFORMATION ON
DRUG QUALITY, SAFETY AND EFFICACY

WHO (AND ITS CONSTITUTIONAL MANDATE)

1. Within the terams of its constitution WHO acts as the directing and
co-ordinating authority on international health work. Among its functiens it 1s
required to assist governments, upon request, in strengthening health services, and
to provide information, counsel and assistance in the field of health. Virtually
from its inception in 1948, the governing bodies of the Organization identified
drug regularion and control as a field in which these responsibilities could be
applied to useful effect. Over the years, and particularly after the thalidomide
tragedy in the early 1960s, many fotmal resolutions have been adopted by the World
Health Assembly which call for the establishment of international norms, exchange
of information, and multilateral collaboration to support the drug regulatory
apparatus of national governments.

2, The key resolutions are set out in the Annex and subsequent sections of this
paper describe their implementation. However, in order to define the task of the
Organization in a perspective thatr depicts contemporary concerns it 1s necessary
briefly to review how current trends in drug control and drug development determine
the structure of national markets,

THE STRUCTURE AND CONTROL OF NATIONAL DRUG MARKETS

The administrative control of pharmaceutical products

3. Contemporary approaches to the control of biological and pharmaceutical
products have evolved in highly developed countriss over more than fifty years.
The course of the evolutionary path has been determined by the fact that the
beneficial, therapeutic effects of marketed drugs are, in general, more readily
demonstrable than their attendant hazards. Whereas it is incontestable that
innovative development of new products has transforméd the practice of medicine
within the 1ifespan of a single generation of clinicilans, it has become manifest
that drugs are biologically active substances with an innate potential to exert
adverse as well as beneficial effects at pharmacological dosage, and that
therapeutic progress 1s inherently associated with risk, Evaluation of the costs,
benefits, and hazarde of drug treatment has consequently assumed a complexity that
was formerly unappreciated. '

4, Az yet, the prediction, and even the detection, of scme serious drug-related
effects still presents a formidable technical challenge. Historically, drug
control has tended to adjust empirically in response to unanticipated and dramatic
incidents of drug-induced injury. The need for further adjustment will doubtless
become apparent, but already the spectrum of controls applied to the Tesearch—based
pharmaceutical industry is singularly comprehensive. ‘

5. The greatest emphasis has been accorded to the need for exhaustive technical
assessment of each mew product prior to marketing. However, adequate assurance of
quality, efficacy and safety i= contingent on many other safeguards including the
implementation of good mamufacturing practices, efficlent distribution and storage,
informed use of producrs, and systematic collation ahd analysis of experience with
marketed drugs. In highly developed countries controls are consequently exercised
over manufacture and packaging, labelling and promotion, distribution, sale and
uge, and the reporting of post-marketing experience.
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6. In turn, this requires not only a ecentral agency to determine the conditions
under which each product is accepted for registration, to oversee advertising and
promotional practices, and to ensure adequate post-marketing surveillance, but also
a highly educated cadre of doctors, nurses, and pharmacists qualified to prescribe
and dispense the products with understanding and discretion, and a body of
inspectors and chemical analysts to assure the quality of products throughout the
distribution chain. The cost of the required administrative apparatus is
burdengome even to the most affluent of countries and it is reflected in the prices
of pharmaceutical products whether they are destined for domestic use or for
export. Thus developing countries support an infrastructure of control, as well as.
a research base, in exporting countries that they are unable, for lack of
resources, to Ilnstitute themselves.

7. However, the need for drugs 15 no more forcefully apparent than im the
developing world. To deny populations access to the benefits of medical techmology
for want of administrative capacity is inadmissible in concept. The problem has to
be relieved by ensuring that natiomal approaches to drug control and the provision
of asscciated information to the profession and the public are optimally adapted to
local circumstances, The extent to which suecess can be achieved is contingent
upon the support offered by governments of exporting countries and by the
manufacturers. 1f the technical competence of the pharmaceutical industry can be
relied upon to advance exemplary promotional and marketing standards and to foster
effective adainistration of drug control in developing countries, and not to
exploit its weaknesses, progress will be greatly facilitated.

8, Meanwhile, governments in exporting countries are in a position to ameliorate
the situation. They can ensure that their statutory provisions and regulations
provide for adequate control of exported products without impeding the delivery or
development of drugs legltimarely needed elsewhere for which there is no domestic
market, They can also assure the effecrive operation and further evelution of the
WHO Certification Scheme on the Quality of Pharmaceutical Products Moving in
Internaricnal Commerce(l), with 2 view to providing importing countries not only
with an artestation of the quality of the product but also with authenticated

. Information on its safe and effective usge.

9. Finally, a complementary role exists for WHO Iin prowoting contact and
understanding between national drug regulatory authorities; in effecting the
exchange of objective, unblased technical information selected and presented in a
wanner that sustains countries in thedir quest for self-sufficiency; and in
fostering and coordinating therapeutic research on an international basis,
particularly wichin the developing world,

The technical assessment of pharmaceutical products

10, Whereas the WHO Model List of Essential Drugs contains less than

250 pharmaceutical gubstances, the number included in registered pharmaceutical
products in some countries exceeds 3000, The total number of products available on
these national markets is many times greater sinmce most of these substances are
offered in a variety of formulations — either singly or in combination - both as
branded and as generic items. In many countries the number is further augmented by
many herbal and other traditionmal remedies sold either ag proprietary, labelled
products or as extemporanecusly dispensed concoctions, Traditional and unorthodox

(1) WHO Official Records, No. 226, 1975, (Offprint — Good Practices inm the
Manufactere and Quality Control of Drugs and Certification Scheme on the Quality of
Pharmaceutical Products Moving in Internstional Commerce).
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systems of medicine retain recognition and considerable patronage in many highly
developed countries. In the rural areas of some developing countries it is the
traditional healers that provide the most readily available resource for the
development of primary health care services. Also at issue, however, is an
extensive and highly remunerative 1lliecit trade in fraudulent or spurious medicines
which 12 not confined solely to countries with weak regulatoty systems,
Exploitation of the law by deliberate evasion has been attempted within the meat
sophisticated legal systems.

11, Comprehensive national licensing systems that require marketed drug products
to meet Independently determined standards of quality, efficacy, and safety have
been Instituted only within the past two decades and priotrity has consistently heen
accorded to the assessment of newly developed products. Few national regulatory
autherities have, as yet, reviewed every product cukrently available on their
domestic market, but many are committed to do so within the nexr few years., The
recent demongtration that a substance as widely contained in herbal remedies as
aristolochic acld possesses a potent carcinogenic potentlal has disposed of the
complaceut assumption that prolonged use is, of itself, suffieient to establish the
safety of a medicinal product.

12, Even the assessment of newly—developed products is still evolving, After the
thalidemide disaster expectations were raised that the safety of drugs in man might
rellably he predicted from animal models. Subsequent experience has demonstrated
the inadequacy of this hypothesis. Adverse drug~induced effects are protean in
their manifestarions and gerious complications of therapy have oecurred, such as
the practolel syndrome, that cammot be reproduced, even retrospectively, Iin animal
models,

13. Analopous difficulties arise in assessing the efficacy of drugs intended for
long=term administration in chronic disease, The development of products used Iin
such cemmonly occutring conditions as ischaemic heart disease, hypertension,
hyperlipldaemias, diabetes and rheumatoid arthritis, remains commercially viable
only while the prospect exists of introducing them into routine use after a
relatively short peried of clinical assessment. Ultimate demonstration of their
clinical value and of the possible risks of prolonged exposure ¢can only devolve
from observation of large populations of treated patients over many years,

14, The rational use of drugs evolves from a profound and secure understanding of
their clinical performance. Ar present, much of this knowledge Iz superficilal and
incomplete, Whereas the deficiencies of the situation are manifest, perceptions
of how to proceed hgve developed slowly. However, the emexgence of
epldemiclogically—based approaches to the investigation of drug performance seems
destined to create a shift of emphasis in drug assessment to a more balanced
combination of pre—marketing evaluvation and post—marketing surveillance,

15. The resources and organizational effort required to undertake such studies are
daunting., Nonetheless, the development of computerized data bases of preseribing
information on the one hand, and of patients' hoepiral records en the other,
renders feasible the collection and analysis of more information on drug
performance than has previously been possible. Governments, because of thelir
general regponslbility for thelr health services and pharmaceutical companies,
hecause of their responsibiliry and liability for the safety of their products,
have a direct interest in fostering such studies, and in exploring their logistic,
financial and ethical implications.

16. Regardless of the approaches vltimately adopted, the efficiency with which the
work is executed and the extent to which it influences the use of drugs globally
will depend greatly on international coordination of efforts and timely exchange of
information.
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Economic factors as determinants of drug development and use

17. The concept of the rational use of drugs implies a need for soelally oriented
approaches to new drug development. The commercially-determined and competitive
strycture of the research—based phatmaceutlcal Industry require research
expenditure to be determined by the prospective return on investment as well as by
medical nead. The potential demand for a product tenmds to become an overriding
factor in research planning, and the development of a drug intended to captute a
share of an established market may hold more attraction than a bolder venture into
therapeutic innovation.{}) The ptoblem is compounded by other perceived
disincentives to innovative research! the lack of secure scientific leads for new
forms of therapyi rising costs of drug development at a time of general economic
recession; stringent price controls imposed within the public sacror; and short
effective periods of patent protection coupled with selective encouragement of
generic manufacture and prescribing,

18, The consequential pattern of drug development, with its emphasis on treatment
and prevention of the common diseases of affluent communities, draws criticism as
being ill-adapted to global therapeutic needs. Thus the Sixth Cumulative List of
International Nonproprietary Names for Pharmaceutical Substances published by WHO
in 1982,(2) ghows that no fewer than 78 benzodiazepines and closaly related
compounds had been taken to an advanced stage of development, The inclusion in the
list of 67 beta—adrenergic hlocking agents, 53 non-stetoidal anti—inflammatory
agents of the ibufenac and ibuprofen groups, 57 penicillins and 42 cephalosperins
offers revealing insight into the prevalence of repetitive research patterns. The
thesis that molecular manipulation not infrequently offers dividends in terms of
improved therapeutic performance is a valid but vulnerable argument. Latrge numbers
of essentilally interchangeable marketed products render effective therapeutic
comparison impracticable, They create a situation in which therapeutic choice is
determined by advertising pressure rather than objective evidence and, in the
longey term, rhey threaten to frustrate evaluation of therapeutic performance,

19, Nevertheless, the recent inrroduction of drugs of uncontested value such as
aciclovir, ciclosporin and clavulanic acid belies much pessimistic prognostication
about the pace of therapeutie progress, Moreover, the ongoing clinical development
of drugs such as ivermectin, mefloquine and praziquantel provides evidence of the
commitment of some research-based companies to the advancement of tropical
medicine., However, the gestation period for a new drug from the time of its first
synthesis to its release for general clinical use commonly extends over a period of
eight to twelve years. The full influence of prevailing economic pressures on the
process may thus not become generally evident for several years. One disturbing
trend is, nonetheless, already apparent: in recent years several leading
manufacturers of vaceines have opted to withdraw from the field pleading reduced
profitability and sharply inecreased liability for product-induced injury. At a
time when the emergence of AIDS and leglonnaire's disease provides a salutary
reminder that infectious disease will never remain a static target; when
vaccination holds encouraging prospect in the management of parasitile, as well as
bacterial and viral infections; and when bloengineering techniques offer fmportant
new approaches to vaceine manufacture, this is an ominous portent,

20. whether action i now required to redress these trends is an issue that is
eritical to the future of drug development, Some governments are elther

(1) Trends and Progpects in Drug Research and Development. XIth CIOMS Round
Table Conference, Geneva, 8-2 December 1977, CIOMS, Geneva, 1978,

(2) Inrernational Nonproprietary Names (INN) for Fharmaceutical Substances.
Cumulative List No, 6, WHO, Geneva, 1982,
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contemplatring, or have already introduced, measures that offer a degree of
protection or inducement to companies prepared to address societal
responaibilivies, Posgsible prolongation of the period of patent protection for new
druges 45 widely debated. National compensation funds or mutual insurance schemes
funded from levies on companies and administered under the aegis of the state, have
been set up in a few countries to settle claims arising from drug—induced injury.
Several governments have also provided direct financial incentives to stimulate the
development and production of drugs for rare diceases that would otherwise offer no
commercial attraction,

21, At glohal level the ¢all to increase the responsiveness of pharmaceutical
research to contemporary needs brings the problems of the developing world into
sharp relief, The prevalence of malaria has probably doubled over the past decade
as both the parasites and the vectors have developed resistance against the
available drugs and insecticides. No lasting amelioration of the situation can be
expected until new approaches to its containment are available. Other conditions
such as measles and diarrhoeal diseases, which rarely result in death in affluent
countries, remain major causes of infant mortality in developing countrles, Even
so, national populations are increasing In these countries, as elsewhere, at a rate
that is imposing an intolerable strain on economic resources already extended to
breaking point.

22. It is against this background thar WHO has initriated major research prt:%rammes ‘
in the fields of tropleal and diarrhoeal digease and in human reproduction,( ~3)

in the expectation that much may be done on budgets that are modest by commercial

standards to rationalize existing therapy and even to develop new therapeutic

tools, both by coordinating and building upon resources that already exist within

the academic world and industry and by judicious financial support of promising

research.

23. Havinp established these programmes, WHO has become invelved at first hand in
the process of drug development. It now provides an important focus for technical
collaboration between developed and developing countries in a complex
multidisciplinary technical operation, offering & stimulus and a2 challenge to Both
academi¢ departments and the pharmaceutical industry to address the health problems
of the develaping world through innovative research and reappraisal of current
therapeutic practice,

24. Coincidentally with the early development of these research programmes, the
World Health Agscembly endorsed, in 1975, a report of the Director-General )

pointing to the need for comprehensive cemtrally—directed drug policies within

developing countries as a prerequisite to satisfying the basic health needs of

under—served populations, Reference was made to experience gained in countries .d
where schemes of basic or essentlal drugs(5) had been implemented and WHO was

¢called upon to advise Member States on the selection and procurement, at reasonable

(1) Speclal Programme for Research and Training in Tropical Diseases. Sixth
Programme Report, 1 January 1983-31 December 1984. UNDP/World Bank/WHO, Geneva.

(2) Programme for Control of Diarrhoeal Diseases. Fourth Programme Report
1983-1984, WHO, Geneva.

(3) special Programme of Research Development and Research Training in Human
Reproduction, 13th Annual Report, December 1984, WHO, Geneva. ‘

(") yno official Records, No. 226, 1975, Annex 13, pp 96-110.

(3) WBO Technical Report Series, No, 685, 1983, The use of essential )
drugs: report of a WHO Expert Committee). [ |
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cost, of essential drugs of established quality meeting rheir natienal health
needs, It vemains the responsibiliry of governments to determine the extent to
which selective procurement policies are implewmented and to adapt the WHO Model
List of Essential Drugs to specific leocal needs and policies, Wide conrrascs in
national circumstances render it lwmpessible to draw up a drug list of pgeneral
applicability and acceptability.

25, Since the essential drugs concept was first elaborated it has gained wide
recognition. It has provided a rational yet flexible basis for systematizing drug
procurement and use at natiomal level and for establishing drug needs at specific
polats, or for specific purposes, within the health care system, Indeed, ir offers
substantial advantage in terms of economy and efficiency in many settings, Bven in
affluent countries, where large numbers of drugs are readily available, the
compilation of hospital formularies — often as a tresult of spontanecus
institutional inftlatives — has long found favour as a means of reducing
presc¥ibing costs and simplifying dispensing practices., Analogous initiatives by
professional organizations have resulted in the publicarion of various
quasi~official national formularies and other reference sources intended to promote
efficient and cost—effective prescribing among doctors at large.

26, Whether it is primarily 2 function of govermment or of professional
self-diseipline to coustrain prescribing costs is a political 1ssue, Many natiomal
drug regulatory authorities are required, in their licensing function, to confine
thejr attention to matters of quality, safety and efficacy. Others are empowered
aleo to consider, as a condition of registration, whether a product meets a
petceived medical need. Nonetheless, public expenditure on drugs is everywhere
identified as an important and potentially negotiable element in the overall cost
of public health setrvices. Increasingly, govermments reveal a determination to
Yeduce dY¥ug costs, not only through direct price controls and selective
reglistration but also through selective reimbursement of prescription costs,
compulsory generic licensing, or promotion of generic prescribing and dispensing.
The dilemma that emerges for all governments is te reduce public expenditure on
drugs as far as is practicable withour eroding the standards of the health services
they provide and yet assuring a soclally-productive investment in new drug
development,

The exportation of pharmaceutical products

27. A majority of Member States import large quantities of both finished
pharmaceutical products and bulk substances, Many do not, however, possess the
technical and financial resources to undertake 2 comprehensive and independent
assessment of the drups on which they depend.

28, The major drug exporting countries have adopted divergent positions in their
legizlative responses to this situation. One approach, which derives from the
doctrine of state responsibility and the concept of international minimum
standards, is to disallow the export of pharmaceutical products that have not been
approved for domestic sale. The other, based upon the principle of comity of
nations, 1= to aceept the right of each sovereign to decide what medicines it will
import having regard to its own assessment of its particular health needs, the
diseases and health related characteristics of its population, the nature of its
health care delivery systems, the availability of treatment and its own evaluation
of benefits and risks,

29, Patterns of disease and the structure of medical care vary within wide limits
from country to country. The balance of risk and benefit in using medicines varies
correspondingly. The unacceptable burden of disease in many developing countries
results from infections that either do not occur in developed countries or that are
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effectively contained where highly evolved medical services are available, In
consequence, the administrations of many exporting countries congider that they are
inadequately informed to make value judgements on the safety and efficacy of
medicinal products that are to be used under circumstances, and for conditions,
that are alien to thelr experience.

30. Developing countries, nonetheless, rely upon drug exporting countries to
develop legislative and administrative mechanisms that will effectively block the
shipment of umacceptable or substandard products. Such provisions should neither
impede the movement of valuable medicines where they are most urgently needed, nox
provide a disincentive to the development of new drugs for diseases endemic
exclusively in developing countries.

31. Both these principles are embodied in a reseclution of the UN General Assembly
(GA37/137) adopted in 1982 on problems of international trade in all hazardous
products, with particular reference to pharmaceuticals. It records that products
either banned or withdrawnt on grounds of human health and safety within the country
of origin have subsequently remained avallable in export markets, and that
newly-developed products lntended —~ but not yet approved - for domestlic use have
been released prematurely for export.

12. The resolution also acknowledges that a product unauthorized in ope country
may subserve a legitimate need elsewhere, It therefore calls upon governments to
prevent the exportation of any pharmaceutical product not authorized for domestlc
use, save at the specific request of the competent authority within the importing
eountry or when evidence is available that its use iz officially sanctioned within
the importing country. In either case governments are requested to ensure that the
gupporting information and labelling are adequate to provide for the safe and
effective use of the product. To assist importing countries to identify imports
that present undue of exceptional hazards the General Assembly called for the
publication and regular updating of a consolidared list of products that have been
banned, severely restricted or not approved in the country of origin,

33, This listing complements the Certification Scheme on the Quality of
Pharmaceutical Products Moving in International Commerce, which was established by
WHO in 1975. The scheme provides an administrative mechanism whereby regulatory
authorities in developing countries may obtain, on request, details of the
regulatory status of any lmported product in the country of origin. It requires
the competent authority of the country of manufacture to certify pharmaceutical
products intended for export by supplying, at the request of the fmporting country,
aagurances thatl

~ the exporting country has approved the product for domesti¢ sale, or if not,
why not,

- the manufacturing premises are subject ro regular inspection and conform
with standards set by WHO in its principles of good manufacturing practice.

International exchange of information

34. The complexity of the international drug market and the urgency with which
messages sometimes need to be conveyed leave no doubt about the need to develop
efficlent internarional channels of communication between national drug regulatory
authorities,

(1) consolidated iist of products whose consumptlen and/or sale have been
banned, withdrawn, seversly restricted or not approved by govermments. UN,
New York, 30 December 1983,
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35, The development of such channels also needs to rake account of the existence

of profound differences both in the structure of national drug markets, and in the
circumstances in which drugs are used. A decision taken in ome country may not be
immediately applicable elsewhere.

36. Efforts to assure the safe and effective use of drugs extend resources even in
the most affluent socileties, Nonetheless, they have a place in every community,
regardless of its resources and cultural background. In every case the need for
rational usage demands that access to appropriate drugs be carefully planned and
controlled. In the longer term it demands the development of therapies and dosage
forms specifically for uege in circumstances where ckilled care is at a premium.
Dapot preparations such as injectable contracaptives, drugs intended for
intermittent administration such as praziquantel and repletion doses of retinol
and, most importantly, vaccines that confer prolenged immunity to endemic disease
are effective not only by virtue of their therapentic activity but also because the
dosage regimens allow for efficient delivery.

37. For the most part, however, developing countries are constrained to use
products that have been designed for use within totally different systems of
medical care. Im such circumstances the process of drug control should embrace not
only consideration of evidence generated elsewhere — and most frequently in highly
developed countries — on the performance of candidate drugs, but evidence of their
relevance to bhealth care within the national context. In some developing countries
the concept of prescription control may apply only to hospitals and similar
institutions. The rational use of drugs In other settings, and particularly in
primary health care, them Involves balancing the need for access to therapy against
the possibility of misuse and abuse. The many local varjables provide for many
different national solutions.

38, Internatiomsl systems of exchange of information relieve regulatory
authorities in developing countries of the need to undertake fully independent
assessments of the drugs registered under their aegis. They are thus allowed to
focus their attention on the acceptability of products within the prevailing health
care infrastructure. The extent to which WHO can facilitate the task of natlonal
authorities in their drug selection policies and in the generation of supporting
information is developad further in subsequent sections of this paper.

39, No mechanism for intermationmal exchange of regulatory information can operate
effectively, however, where there is no indigenous system of drug registratiom.
Many developing countries have yet to create such a system. This may have been
impracticable in the past, but advances in information seience in recent years have
yielded data storage and retrieval techniques that bring effective data management
within the reach of virtually every country, International dissemination of
technical information needs to be complemented by the development of information
systems that can be readily adapted to the registration requirements of every
national authority.

40, The purpose of central administration is to serve an effective peripheral
{nfrastructure, This demands not only a flow of appropriate information to drug
prescribers and the public but also the carefully planned, assured and controlled
delivery of appropriate drugs at every level of the health-care system. In any
situation, rational use of drugs is contingent on affectivae administration of
health services and effective education of health care providers.

THE NOEMATIVE FUNCTIONS OF WHO

Termzs of reference

41, ‘The primary responsibility for drug control, including the licensing of
marketed products, the determination of the claims that may be made for them, and
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the conditions of distribution and sale, lies within the competence of national
authorities, Although these decisions are primarily technical in nature, the
foregoing sections show that they are also influenced by administrative, economic
and political factors.

42, Nonmetheless, trade in drugs is internationally structuyed and the same basic
criteria tegarding quality, safety and efficacy are recognized throughout the
world. It follows that, if common ctandards and methods of technical agsessment
can be developed, much will be gained in mutual understanding between regulatory
aurhorities and in the efficiency of the regulatory process. Drug assessment,
however, remains an essentially empirical exercise: although internatfonally
applicable technical guidelines for the evaluation of the safety and efficacy of
drugs have been elaborated from time to time under the auspices of WHO,

matters of detail are determined by national preference and divergences of view are
inevitable. Natlonal authorvities, moreover, do not always agree in their precepts
or in their interpretation of the evidence. These differences have profound
consequences. They have lmpeded attempts at harmonization and unification of
regulatory procedures even among closely associated trading partnets.

43. Not all the early ambitions of the World Health Assembly to develop
international standards in this technically complex field have proved practicable,
but several of WHO's related informational activities remailn normative in concept.
Their objectives are diverse: they facilitare international communication in drug
control, and in medicine generally, through the development of common systems of
nomenclature; they establish globally recognized standards of gquality for
pharmaceutical products; and they create internationally accepted guidelines fox
therapeutic research fin human sub jects.

44, Thus, the Organization assigns internationally recognized generlc names {or
Tnternational Nenproprietary Names) to drug substances; it has developed, within
the context of the Ipternational Drug Monitoring Scheme, standardized systems for
the classificetion of drugs and their adverse effects 5 it provides
specifications in the International Pharmacopoeia(3) for assuring the quality of
drug substances; it promulgates standards for good pharmaceutical manufacturing
practices as embodied within the Certiflcation Scheme on the Quality of
Pharmaceutical Products Moving in Interpational Commerce; and, not least for the
purposes of Lts own drug development programmes, it has produced, 1in collaboration
with the Council for International Organizations of Medical Sclences, proposed
international guidelines for biomedical research involving human subjects, 4) and
for the first administration of a new drug to man.

International nonproprietary names for drug substances

45. The need to identify each pharmaceutical substance by a unique
globally-accepted generic name 15 self-evident. It 1s of oritical importance in

(1) WHO Technlcal Report Series, No. 383, 1975. Guidelines for evaluation
of drugs for use In man: report of a WHO Seilentiflc Group.

(2) Internarional Monitoring of Adverse Reactlomns to Drugs. Adverse
Reaction Terminology. 30 June 1984, Unpublished WHQ Document DEM/NC/ 84,153
(English and French) WHO, Geneva.

(3) The International Pharmacopoeia, Third Edition Vol. 1, 1979; Vol. 2,
1981. WHO, Geneva.

(&) Proposed International Guidelipes for Biomedical Research Invelving
Human Subjects. CIOMS, Geneva, 1981.

{5) safety Requirements for the First Use of New Drugs and Plagnostlc Agents
in Man. CIOMS, Geneva, 1983,
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facilitating communlcation In medicine as well as In the labelling and advertising
of medicinal products in internstional commerce.

46. Responsibility for the selection of Internationsl Nenproprietary Names (INNs)
was first accorded to WHO in 1950 with the adoption of Resolution WHA3,1l by the
Third World Health Assembly. With the subsequent publication of some 3000 names of
newly developed drug substances, the task has gained considerably in complexity.
The work is facilitated, however, by the confidence that govermments have vested in
the agreed procedures. BSeveral countries have now disestablished their
nomenclature cormmissions and automatically accept all recommended INNs., Whereas
other rational commissions remaln extant, each has come to accept a common seb of
conventions for devising generic names, with the result that nationally assigned
names now rarely differ from the INN,

47. The systematic development of the terminology fis at risk, nonetheless, of
becoming compromised, The procedure for selection requires that no conflict shall
oecur with licensed trademarks, Manufacturers are thus allowed opportunity to
contest proposed names that are either identical teo or similar to their own
proprietary names. In contrast, trademark applications are disallowed, in
accordance with present procedure, only when they are identical te an INN, A case
for iacreased protection of INNg is now appatrent, particularly as a result of
competitive promotion of preoducts no longer protected by patents. Rather than
market these products under the generic name, many companies apply for trademarks
manifestly derived from INNs.

48. This practice undermines the principle that INNs are publiec property; it
could well frustrate the raticonal selection of further INNs for relataed
substances; and it may ultimately compromise the safety of patients by promoting
confusion in drug nomenclature.

Clagsification of drugs and their adverse reactions

49, Emphasis was accorded, in the introductory section of this paper, to the
importance of continued assessment of the performance of marketed drugs.
Manufacturers are now commonly required to notify regulatory authorities of all
presumed adverse reactions to licensed products that are subsequently brought to
their notice, wherever they may have occurred,

50, These reports are of value for comparative purposes only if their terminology
iz adequately standardized. Over the past decade WHO has developed a therapeutic
clasgification of drugs and a comprehensive dictionary of adverse drug reactions
within the context of its International Drug Monitoring Scheme. These normative
activities seem destined to acquire more formal significance and wider recognition
with the introduction and further development of national statutory reporting
obligations,

The International Pharmacopeoela

31. The Third World Health Assembly, in according to WHO the responsibility of
producing the International Pharmacopoeia (WHA3.10), envisaged that it would
provide a set of global standards, or specifications, for assuring the quality of
all pharmaceutical products moving in international commerca, The Assembly was not
In a position to predict the unprecedented scale of new drug development over the
ensuing thirty years. Nor could it anticipate that obligatory national drug
registration systems, and the subsequent understandings on confidentialiry
developed between manufacturers and governments, would for a while create some
uncertainty about the continued general publication of pharmacopoeial
specifications.
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52. 1In the event, the case for maintaining published compendia of pharmaceutical
specifications has prevailed, theugh the task of cowpiling monographs for new drug
substances has devolved, not upon WHO, but upon national or regional pharmacopoelal
commissions which operate within — or in close liaison with = the competent drug
regulatory authorities.

53. These developments have led to a reappraisal of the International
Pharmacopoeia. Opportunity has arisen, in particular, to consider the needs of
developing countries, which are particularly yulnerable to substandard, spurious or
degraded drugs, but which frequently lack any means to check at first hand the
quality of imported or locally manufactured products.

%4, As a result, the International FPharmacopoelia is now being radically revised
with a view to bringing an effective measure of quality control within the grasp of
virtually every country. Priority has been accorded to developing monographs for
substances contained within the WHO Model List of Essential Drugs; effortg are now
directed to the compilation of monographs for final dosage forms; and, as far ae
is practicable, reliance is vested in classical merhods of amalysis that can be
performed in a small, modestly equipped laboratory which is recommended as a
cost—effective investment in virtually any country where mo provisions for quality
control as yet exist.

55. The reorientation of the pharmacopoeia has recently inspired a number of
complementary projects. Accelerated stability studies have been commissioned to
identify essential drug substances liable to degrade readily under adverse
conditions. Stability data are rarely published and singularly little precise
information was previously available on the degradation characteristics of the
longest established substances. The results obtained have created a data base that
has been used to develop simplified tests for detecting gross degradation in these
gsubstances. The tests have been devised and verified in a collaborative study
involving many national quality control laboratories and they will shortly be
published,(z) together with a series of basic (or simplified) tests for

confirming the identity of these substances. (3} These tests offer no substitute
for the full chemical analysis required to assure the compliance of a product with
a pharmacopoeial monegraph. They hold advantage, however, in that they can be
performed outuide the laboratory to provide reassurance on the identity of products
and to exclude gross degradation at any peint in the distribution chain.

Good manufacturing practices

56. Proof that marketed pharmaceuticals are of adequate gquality cannot be vested
solely in the sampling and testing of finished products in Iindependent
laboratories. Evidence must also be available that every care has been taken
throughout their maoufacture to assure the requisite standards. In major drug
exporling countries periodic inspection of manufacturing premises and practices by
an officially=appointed inspectorate is regarded as a vital component of quality
assurance.

57. The scape of these Inspectilons i8 comprehensive. They involve considervation
of the qualifications and post-specificatlons of personnel; the adequacy of

(1) WHO Technical Report Series, No. 704, 1984, (Twenty-ninth report of the
WHO Expert Committee on Specifications for Pharmaceutical Preparations). Annex 1.
pp. 21-31,

(2) Accelerated stability studies of widely used pharmaceutical substances.
WHO, Cenewva, 1985.

& Basic tests for pharmaceutical substances. WHO, Geneva, 1985.
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premises, sanitary standards and equipment; the standards of record—kaeping and
manufacturing operations; labelling and packaging procedures] arrangements for
self~inspection and quality control; maintenance of batch distribution records and
procedures for handling and notification of complaints.

38, A number of regulatory authorities reserve the right to imspect the premises
of manufacturers of imported products. Some countries have entered into bilateral
of multilateral agreements to recognize and accept each others' inspection
provisions. WHO, in establishing global standards for Good Practices in the
Manufacture and Quality Control of Drugs, which are now recognized by 110 Meumber
States, has created a basis for extending mutual recognition of inspection
procedures to all countries. This is the essence of the WHO Certification Scheme
on the Quality of Pharmaceutical Products Moving in International Commerce.

Harmenization of regulatory requirements

59. In the late 1960s, when many countries were first Instituting statutory
systems of drug regulation, WHO frequently provided a forum for the discussion and
elaboratjon of norms employed in the technical assessment of drugs. Many basie
recommendations on the pharmaceutical, toxicological and clinlcal aspects of drug
evaluation were issued under the auspices of the Organizarion at that time. This
tradition is now continved from within the WHO Regional Office for Europe which is
tzsuing an extensive series of guldelines for the c¢linical evaluation of specific
classes of drugs,

60, Overall, however, WHO is now less involved than formerly in the provision of
didactie technical guldance for drug regulators. The broad scientific ptinciples
of drug assessment have long been established insofar as contemporary knowledge
allows. Until this knowledge is further advanced, the divergences now apparent in
national policles and practices are unlikely to yield to attempts to forge an
international consensus. WHO's harmonizing role has gradually become adapted to
these changed circumstances and now takes geveral forma,

61. Within a purely scientific context it now promotes collaborative apptoaches to
the validation of the methodological basis of drug contrel., The multicentre
validation of analytical techtigues described in the International Pharmacopoela
has recently been couplemented in the toxicologleal field by a collaborative study
on mutagenicity testing performed under the auspices of the International Programme
on Chemical Safety, As practical experience of toxicological testing

develops, and as more evidence becomes available to correlate the results obrained
with rhe subsequent performance of drugs in man, the scope for
internationally-based evaluations of toxicological practice will undoubredly
inerease.

62. In one specific area, however, WHO has retained the initiative to develop and
update guidelines relevant to drug assessment that are of unquestioned global
relevance, They concern the need to safeguard the basic human rights, the safety
and the welfare of human subjects involved in biomedical research, Clinical
research is undertaken in many countries. If, in particular, the conquest of
tropical disease is to be advanced, drug performance must be assessed in endemic
axeas, and even in countries that have not previcusly had cause to develop relevant
regulations.

(1 Evaluation of short~term tests for carcinogenesis. Progress in Mutation
Research Volume 3, Published on behalf of the International Programme on Chemical
Safety (WHO, ILO, UNEP), Elsevier, 1985,
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63. WHO is, itself, a sponsor of such research. It has, therefore, collaborated
with the Council for Internatiomal Organizations of Medical Sciences in
broadly-based consultations that have resulred in the publicatiom of two sets of
guidelines; Proposed International Guidelines for Blomedical Research Involving
Human Subjects, and Safety Requirements for the First Use of New Drugs and
Diagnostic Agents to Man. These guidelines provide terms of reference for WHO in
the implementation of its own research programmes; they provide models for
analogous national regulatory mechanisms and they remazin addressed to all
individuals and institutions that assume responsibilities conmected with the study
of drugs Iin man,

64, Promotion of internaticnal collahoration and harmonization also underlies the
concept of the biennial International Conferences of Drug Regulatory Authorities,
which are planned by a reglonally representative organizing committee convened
under the auspices of WHO, and organized by the host country. The conferences were
originally devised to offer drug regulators from all WHO Member States opportunlty
to exchange views and experience on the administrative and technical aspects of
their responsibilities and to advance Interagency communication, The firsr, which
was jointly sponsored by WHO and the United States Food and Drug Administration,
was held in Annapolis, Maryland, USA, jn 1980,(1) and subsequent meetings have
been conggned, firstly in Rome (1982)( ) and most recently in Stockholm

(1984).( Artendance has risen progressively: rTepresentatives from

57 countries, and mostly from the developing world, gathered togethetr in Stockholm.

65. A prime concern at all of these meetings has been to improve the flow of
information between regularory agenciles and to promote the effective utilization of
the WHO Cartification Scheme on the Quality of Pharmaceutical Producte Moving In
Tnternational Commerce. Each of these issues is discussed mote extensively 1in
subsequent sections, However, regulatory policy and administration also raise
issues For discussion. At the next conference, which will be held in Tokyo in
1986, conceptual approaches to the registration of "erphan drugs”, (ot drugs
developed for Indications that provide little commercial incentive), and to
traditional medicines, are prominently featured in the programme, Without mutual
understanding of administrative systems, and without a collective will to
approximate methods of work, internatiomal exchange of rechnical information
between regulatory authorities will remain inadequate and unacceptably vulnerable
to misinterpretation,

THE ADVISORY FUNCTIONS QF WHO

Technical reports and other publications

66, Many of WHO'e technical reports bear upon the management and treatment of
conditions of prime ifmportance to community health standards. They reflect an
internationally-based consensus of expert opinien and, as guch, they influence the
formulation of relevant national health policy in many countries, De facto, and as

(1) Proceedings of the International Conference of Drug Regulatory
Authoritieg. 28-31 October 1980, Annspolis, Maryland, United States, FDA/WHO,
Geneva, 1981,

(2) second International Conference of Drug Regulatory Authorities.
Ed., D. Poggiolini. Ministry of Health, Italy/WHO, Geneva. Raven Press, 1983,

(3) Proceedings of the Third International Conference of Drug Regulatory
Authorities, 11-15 July 1984, Stockholm, Sweden, Swedish National Board of Heelth &
Welfare/WHO, Geneva (In press).
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a direct consequence of 1ts constitutional mandate, the Organizatrion is cast iIm am
advigory role on issues that lmpinge directly on drug marketing and the regulatory
procass.

67. Typically, these issues relate to the major health problems of the developing
world, They are exemplified by the promotion of oral rehydration therapy in the
treatment of infantile diarrhoea; the advocacy of combination chemotherapy in
leprosy in the face of increasing dapsone resistance: and proposed constraints on
the use of the newly-introduced antimalarial, mefloquine, to impede the emergence
of vesistant faleiparum malaria. '

68, However, its ability to inspire collaborative effort at internationmal levael
places the Organization in a favoured position to contvibute to the ratiomalization
of drug use in other domains. 1In 1978, the publication of an internatiomally-based
WHO—sponsored collaborative clinical study on the long—term use of clofibrate
resulted in Immediate, worldwide reappraisal of the safety of hypolipidaemic
agents.(l) An ongoing multinational case-control study on the lonpg~term effects

of steroid conttaceptivas may well exert similar iafluence, and the ascendency
of epidemiclogical approaches to drug assessment seems destined to provide
opportunity for internatiomnal collaboerative research onm a considerably broader
basis,

Studies in drug utilization

69. The importance of applying quantitative methods and epidemiological techniques
to the ascessment of drug performance under routine conditions of wse was
anticipated fifteen years age when & Drug Utilization Research Group, in which
scientists from 14 countries are now participating, was founded under the aegis of
the WHO Regional Qffice for Europe, following a Symposium on the Consumption of
Brugs held in Oslo in 1969, The group was formed to examine striking documented
differences in preseribing habits between physicians in neighbouring countries of
Europe, and the extent to which drug use — which was acknowledged at that time to
be increasing ~ was medically justified.

70, Ten years later, in a publication summarizing the activities of the members of
the group from the time of its foundation,(B) optimiam was expressed that,

although a series of problems had been identified that remained without adequate
explanation, studies of drug usage and its correlates would eventually provide the
basis for improving the cost—effectiveness of drug treatment with the least
possible impairment of the quality of medical care.

The concept of essential drugs

71. In 1975 the Organization’s mandate to provide advice on the sociceconomic
aspects of drug ugse was considerably strengthensd. In the light of a report
submitted by the Director-General calling for rationalization and extension of

(1) Coumittee of Principal Investigators, A co—operative trial in the
primary prevention of ischaemic heart disease using clofibrate., British Heart
Journal, 1978; 40: 1069-1119,

(2) wHO Collaborative Study of Neoplasia and Stercid Contraceptives,

Invasive cetvical cancer and combined oral contraceptives. British Medical Journal
1983; 250: 961-965,

(3) wHo Regional Publications Buropean Series No. 8. Studies im Drug
Utilization; Methods & Applications., Eds., U, Bergmann, A, Grimsson, A H.W,
Wahba, B. Westerholm, WHO, Copenhagen, 1979.
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primary health care services, particularly in rural communities, the World Healtrh
Assembly adopted a series of resolutlons requesting WHO, inter alla, to cooperate
with Member States in formulating drug policles and management programmes relevant
to the health needs of populations, and to identify drugs and vacceines which, in
the light of scientific knowledge, are indispensable for primary health care and
control of diseases prevalent in the pepulation at large.

72. Following wide consultatiom, an initial model list of essential druge was
issued in 1977 within the first report of the WHO Expert Committee on the Selection
of Essential Drugs., This has subsequently been revised and updated in three
further reports. The objective has been to retain under review a comprehensive yet
limited array of drugs of proven value #in the prophylaxis and treatment of commonly
occurring conditions and to demonstrate that rationalization of procurement can
hold advantage in terms of both economy and efficlency in any health care setting.

73. The criteria for selection are broad, since the parameters that would
determine decisions within a national context — including disease prevalence; the
nature of primary care and referral facilities; the training and experlence of
available personnel; financlal rescurces; and genetle, demographic and
environmental factors — are undefined. A list that is consonant with local needs
and policles must be compiled, as appropriate, at naticnal, or even ingtitutionsl
level. Nonetheless, the WHD list has exerted comsiderable influence in several
respects?:

It has served ag a stimulus to all countries to consider the available options
for establlishing cost-effective drug policies in the public sectot.

It has provided a systematized approach to drug selection that ie applicable
in a wide variety of sltuations.

It has highlighted the cutstanding yet discrimipatory naturTe of therapeutic
innovation, Whereas disorders of affluent society, including hypertension,
arthritis and psychiarric digorders, have attracted the development of large
numbers of compounds, several of the major endemic tropical diseases including
f{lariasis, onchocerciasis and trypancsomiasis have engaged virtually no
atrention. The emergence of the essential drugs philosophy and of effective
primary health care programmes within developing countries offers a renewed
challenge and an incentive to pharmaceutical companies digposed to remain
vigilant to global health iszues,

74. The WHO Model List is comprehensive in its scope. Some of the listed drugs
are intended exclusively for use in specialised hospital departments. Some can be
prescribed safely only within a relatively sophisticated system of medical care,
and many others can be used effectively only when continuity of treatment and
availabllity of experienced supervision can be assured. Special attentiom is
accorded, nonetheless, to drugs Tequired in a primary health care setting that can
be used safely and effectively by individuals with little formal medical knowledge.

75, The Committee, however, emphasises that the range of drugs supplied to
community health workers must be determined at national level having regard, not
least, to force of circumstance. In an ideal situation antibiotics, for instance,
ghould be used only by individuals with advanced diagnostic gkills with access to
appropriate microbiclogleal facillities. In practice, the lives of many children
now dying from pneumonia in the developing world could be saved if injectable
procaine penicillin were avallable at the time of their initial presentatlion. The
ckills snd resoutces that can be developed at the most peripheral health care level
to meet such contingencies depend on the management offered from the first referral
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level as well as the accessibility of these facilities. Achievement is also
heightened by the svailability of accurate and objective information understandable
to each category of prescriber,

76, The generation of iuformation that is attuned to local meeds and circumsrances
is, inherently, a natiomal tvesponsibility., WHO, however, has given prioricy in
several of its programmes to the development of resource material included for
local adaptation. Training material on case management and on control strategles
that has been generated within several of the specialized technical units of the
Organization is now being collated and extended to provide the basis of a godel
formulary consonant with advice already promulgated in various ways by the
Organization,

77. This material is intended to supplement and eventually to replace model
information sheets prepared within the WHO Secretariat and commended to governments
within the reports of the Expert Committee on the Use of Essential Drugs. It is
anticipated that the more flexible format of a formulary will avert twe problems
encountered in the preparation of drug Iinformatiom sheets:

- the difficulty of easuring that the WHO material is consonant with the
officially approved product information already settled between
manufacturers and national drug regulatory asuthorities

= the need to focus atiention on practical aspects of case management in
different clinical settings rather than on the lanate properties of
individual drugs.

78. It is vital that such Information be available to complement governmental
efforts to develop and improve primary health care services. It is also vital that
advice on case management within the restrictive perspective of primary health care
be based, wherever possible, on practical experience and rigorous assessment.
Rational drug use 1s dependent, in every setting, on controlled, comparative
evaluation of therapeutic options,

INTERGOVERNMENTAL EXCHANGE OF INFORMATION

Mechanisms for collaboration

79. Resolution WHA37.33, in addressing the need for rational use of drugs, assigns
a key role to the Organization in developing activities at national, regional and
global levels that will improve the provision of uabiased and complete informaricn .
about drugs to the health profession and the public, At the same time, the United
Nations General Assembly, in a series of resolutioms relating to the export of
hazardous products (37/137) and to consumer protection (39/248), has recently
emphasized the continued importance of the intergovernmental systems of information
long established by WHO within the pharmaceutical field.

80. The broader charge now placed upon the Organization to provide techaical
information on drug use directly to the end-users must devolve from its existing
intergovernmental remit if its message is to remain aligned with and responsive Lo
nationailly-determined policies and decisions, These functions, which are
broadly-based, have been defined within a large number of resolutions adopted by
the governing bodies of WHO over a pericd of more than two decades, In general
terms they call upom the Director~-General:

- Lo support national drug regulatory authorities by arranging for interchange
of information on the registration of new products, and the withdrawal or
restriction of existing products on grounds of safety
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- to collaborate with these authorities im the collation, analyefs and
interpretation of reports of suspected adverse drug reactions.

Bl, National drug regulatory authorities operate within a rigld statutory
framework constructed to control the domestic drug market. Much of their work is
undertaken in camera since it demands access to privileged, commercially valuable
information submitted by pharmaceutical manufacturers speclifically and exclualvely
for regulatory purposes. Many of these authorities have no formal
intergovernmental obligations and, where these do exist, they are directed to
harmonization of administrative procedures and mutual acceptance of technical
decisions among closely—assoclated trading partners.

82. The need to maintain confidentiality, however, ls counter-balanced by an
underlying commitment to safeguard health and, in particular, to ensure that
gufficlent information enters the public domain to permit the safe and effective
use of reglstered drugs. Regulatory avthorities, moreover, now find themgelves
publicly accountable in terms of thelr own performance, Drug regulation inevitably
captures public attention and media coverage whenever drugs ave withdrawn from use
unexpectedly on grounds of safety.

83, 1In response to these factors and also, in some cases, to relaxation of
governmental policy on classification of confidential data, several more highly
evolved authorities have consciously expanded their informational role. This
extends not only to the provision of officlally-approved prescribing informatien
but, in some cases, to summaries of the evidence on which licences are granted.
Many authorities now regularly publish news sheets and bulletins on matters of
current therapeutic concern] and some collaborate with national poison control
centres, health councils and other naticnally appointed bodies charged to develop
public awareness of health-related iesues.

B4, These changes have not only promoted a flow of information into the public
domain, they have fostered discusslon and collaboration between regulatoxry
authorities which has operated to the benefit of all countries. From WHO ' s
atandpoint these trends are reflected in:

- the recognition and support accorded to the blennial International
Conferences of Drug Regulatory Authorities (ICDRA) planned and co~gponsored
by WHO

- the large number of authorities that, at the request of the
DirectorHGeneral,(l) have designated Iinformation officers formally
responsible for assuring efficient lines of communication with the
Qrganlzation

- the sustained impetus accorded to the WHO International Drug Monitoring
Scheme by the collectivity of the participating countries

- i{ncreasing usage and discussion of the WHO Certificatiom Scheme on the
Quality of Pharmaceutical Products Moving in International Commerce,

Exchange of information on regulatory decisions
3 y

85. 1In 1963, the World Health Assembly, in Resolution WHA16,36, requested Member
States to communicate immediately to WHO any declsion to prohibit or limit the
avallability of a drug already in use] any decision to refuse the approval of a new

(1) pirector-Ceneral's Circular Letter, 30 December 1981 (C.L.27, 1981).
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drug; and any approval for general use of a new drug accompanied by Important
restrictions, whenever these decisions are taken zs a2 result of serious adverse
reactions,

86, The Assembly has resffirmed the importance it places on the efficient exchange
of this information in geveral subsequent resolutions which additionally call for
the inclusion of:

- decisions to withdraw or restrict the availability of a drug already in use
on grounds of lack of effectiveness (WHAZ3,48)

= data on the sclentific basis and the conditions of reglstration of
individual drugs (WHA25.61).

87, Effective implementation of the open—ended collaborative effort that these
resolutions require has proven to be dependent upon the creationm of an
organizational infrastructure. This 1z now provided through the network of
designated informatien officers and the biennial ICDRA conferences. Nonerhelass,
logistic difficulries and considerations of confidentiality have frustrated the
full implementation of the Assembly's aspirations.

88, Imitially, governments were simply invited by the Organization to notify
restrictive regulatory declsions of international relevance. Thege were then
transmitted to all Member States in WHO Drug Circulars, For many years this scheme
fell short of 1ts potential, partly through default and partly because the removal
of drugs from national markets by voluntary agreement with manufacturers rather
than by enforcement of statutory controls were rarely reported, even when safety
was at 1ssue, Over a period of some 16 years extending up to 1979 a total of only
199 notifications was received by WHO, of which about one half wag provided by the
United States Food and Drug Administrationm.

89, The situation has since been greatly improved, both because naticnal
authorities have become more perceptive of the need to exchange information and
because of intensified promotion of this need by WHO. 1In 1984 alone, WHO
transmitted information on 622 regulatory decisions raceived from 37 countries.
These are conveyed in monthly mailings te information officers in every Member
State, The flexibility and informality of this channel of communication has, on
several occasions, also proven its value as a means of canvasging opinion on a
broad international basis on regulatory issues of immediate concern,

90. However, formal understandings on confidentiality between manufacturers and
regulatory authorities still impose an important constraint on exchange of
information. Very few regulatory authorities are prepared to disclose information
on rejected marketing applications, even when approval is withheld on grounds of
safety.

91. Similarly, with the notable exception of the material published by the US Food
and Drug Administrarion, little information has become available internationally on
the syatematiec veviews of efficacy that many authorities are committed to undertake
on all currently marketed products. A recommendation adopted by consensus at the
Third ICDRA, 1984 noted thar:

"Effective internatiomal exchange of this information will directly assist
regulatory authorities in their responsibility of removing products from
national mavkets that do not conform with prevalling standards of efficacy and
safety. It will also substantially reduce the technical and administrative
burden on national administrations that derives from this regponsibiliry,
since it will reduce the need for Iindependent and repetitive national
assessments”,
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92, Immediately the proceedings of thls Conference are published, Information
officers will be requested to communicate the following additional informetion to
WHO for inclusion in the monthly mailing system!

= vesults of ongoing review procedures

- a summerized listing of categories of drugs already subjected te review
together with a relevant bibliegraphy

— n provisional timetable of prejected review procedures.

93, Alrhough informatien on newly registered drugs is moTe readily available, its
presentation in an international cowmunicatioms system raises both logistic and
policy issues, In particular, there is a strong case for selectivity since:

~ the same product is fredquently licensed in many countrles under virtually
identical conditiong

— many newly registered products are not Lnnovative, since they include new
brands or new dosage forms of existing drugs

- the information is already generally available to importing countries as an
adjunct to the WHO Certification Scheme.

94, Nonetheless, the assessment of new products accounts for a high proportion of
the total work load with many regulatory authorities, and many countries appreciate
sight of a three-monthly updating of new products reglstered elsewhere, Some
twenty highly developed countries regularly offer this information to WHO and a
selective annotated listing is included in the quarterly WHO Drug Information
Bulletin. The process of gelection 1s directed axclusively to avoiding undue
repetition and to eliminating non—innovative and combination products that do not
accord with eriteria of rationality proposed by the WHD Experr Committee on the
Selection of Egsential Drugs., It is emphasized that annotation does not in any way
indicate approval of the product by WHO, and each entry is limited to a brief
description of the pharmacological class of the active component together with the
licenced indications, contraindications, warnings, precautions and serious known
adverse effects.

95. Arrangements have alsc been made within the past two yeafs to provide every
competent natiomal authority with comprehensive independent agnd authentlcated
information in the English language om markered drugs. Through the good offices
and generosity of several govermments, of the International Federatiom of
Pharmaceutical Manufacturers Associations, and of various national organizations
within these countries, the following material is distributed om 2 complementary
basls to all Member States:

Belgium:

Répertoire commentf des médicaments. Centre Belge d'Information
Pharmacothérapeutique

Folla Pharmacotherapeutica. Centre Belge d'Ipformariom Pharmacothérapeutique
France:

Dictionnaire Vidal. OVP Paris ({nformatiom approved by the Ministry of
Health 1is clearly designated)
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tUnited Kingdom:

Britigsh Natlonal Formulary. EBritish Medical Association/Pharmaceutical
Soclety of Great Britain

Data sheet compendium. Association of the British Pharmaceutical Industry
(information in compliance with regulations of the UE Department of Health
and Socilal Security)

Martimdale's Extxa Phatmacopoeia, Pharmaceutical Society of Great Britain,
United States of America:

Drug Evaluations. American Medical Association

Drug Informatiom, Americagn Hospital Formulary Service

Physicians Desk Reference. Medical Economics Co, (information in compliance
with regulations of the US Food and Drug Administration)

Summary Bases for Approval. US Food and Drug Adwinistration

96. Negotiations are now in hand to explore whether this service can be extended
ro material published in other widely used languages. Meanwhile a compendium of
publications and documents prepared by national drug regulatory authorities, and by
professional and consumeristc organizations is issued at six—monthly intervals te
information officers. In addition, relevant statutory instruments and regulations
are either translated inte the working languages of WHO in the quarterly Digest of
Health Legislation or indexed by the WHO Collaborating Centre on Drug Information,
Hungary.

Monitoring of adverse drug reactions

97. The governing bodies of WHO have identified a need not only for international
exchange of information on regularory decisions but alse for cemtral collation of
the reports of suspected adverse reactions from which many restrictive decisions
devolve. Accordingly, the Director—General was requested in Resolution WHA19.35 to
establish an international system of monitoring reports of adverse resetlons to
drugs using information derived from national centres,

98, This was ingpired by an expectation that infrequent and unanticipated
drug-related hazards could be identified with greater efficiency by pooling
case-reports gubmitted to individual narional centres., Over 20 countries have
contributed consistently to the scheme virtually from lts inception in 1968, and
the data bank, which is now housed in a WHO Collaborating Centre located within the
Swedish Department of Drugs, currently contains some 400 (000 case reports of
suspected adverse reactiong to drugs notified spontsnecusly by cliniciarns,

99, Spontanecus monitoring systems have an inherent flexibility im that all
doctors notlonally contribute and all patients are notiomally included. They have
provided a wealth of material for investigation and the signals they have generated
have resulted in many labelling changes and in several withdrawzls of marketed
drugs. Nonetheless, the data need to be Interpreted with cautlion: probably only a
small proportion of drug-induced adverse reactioms are reported to natlonal centres
and there is no assurance that these are reliably representative of the true
hazards of treatment. In most instances spontaneous reports merely provide an
alert to the possible existence of a hazard that requires independent investigation
for its confirmation. It is for this reason that information in the data base is,
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as yet, confidential to the natjonal centtes participating in the scheme.
Nonetheless, summarized data of reactions within the Nordic Group of countries are
now published without restriction and the question of access to the WHO data base
will doubtless be reappraised in the light of experience with this initiatlve

100, Whereas the long adherence of the participating countries to the WHO
monitoring aystem attests to its importance, drug teactions are protean in their
manifestations and no single system of surveillance iz adaptable to every potential
need. Spontaneous monitoring systems, in particular, are inmappropriate to the
detection and investigation of long-range effects of drugs, and especially of
reactions that simulate naturally occurring disease, The emergence of
epidemiologically—based approaches to drug monitoring has created possibilities for
new approaches to post-marketing surveillance and the feasibility of developing a
comprehensive array of survelllance mechanisms adequate for drug regulatory
purpoges is an issue that has precccupied drug regulatory autheriries and
manufacturers for some Yyears.

101. An ideal solution is possibly unattainable, but without z stimulus for
international consultation and collasboration involving research—based
pharmaceutical companies, university departments of epidemiology, toxicological
centres and responsible government agencies, practicable possibilities of wtilizing
the diverse facilities that already exist to best advantage will remain

unrealized. WHO, working together with the Council for International Organizations
of Medical Sciences, is already engaged in promoting this dlalogue and in exploring
the extent to which varlous forms of surveillance might be feasible and
cost-effective in generating informatlon on dtug-related hazards in developing as
well as developed countries.

Evaluated information on regulatory decisioms

102, In 1975 the World Heslth Assembly requested the Director—General to
disseminate evaluated information on drugs to Member States. This brief has now
been broadened and givemn & different focus with the adoption, in 1984, of
Resolution WHA37.33 which requests the Director—Gemeral “"to continue to develop
activities at natiomal, regiomal and glebal levels aiming at the improvement of use
of drugs and of prescription practices and the provision of unbiased and complete
information to the health profession and the public”.

103. Since there is little prospect, having regard to prevailing economic
circumstances, that a subsrantial inerease in technical resources can be accorded
either at national or intetrmational level to subserve this function, fulfilment of
the need demands a reamalysis of priorities in drug control. At present, the norm
in many countries is to place greater emphasis op the pre—marketing assessment of
new products than on the informatiom that will subsequently assure their
responsible use.

104. Given that interagency communications are improving, that more effective uge
might be made of the WHO Certification Scheme, and that adoption of the essgential
drugs concept offers a basis for rationalizing registration policies, many
regulatory authorities, particularly in developing countries, might now review the
balance of their activities, Whereas they might reasonably, for the most part,
rely on pharmeceutical or toxicological assessments undertaken by other national
suthorities or by WHO, they are umiquely placed to determine the form and content
of the information required both by health professionals and by patlents to assure
the effective use of the drug under prevailing national cenditlone.

105, WHO, with a view to supporting natlonal authorities in their Informational
responsibilities, has already embavked upon a threefold strategy:
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— production of a WHO Model Formulary based upon the model list of essential
drugs

— preparation of discursive commentaries on regulatory policies and decisions
within the WHO Drug Information Bulletin

— renewed promotion of the WHO Certification Scheme, and conslderation of its
poseible extension to provide for exchange of all pationally authenticated
product information.

106. The Formulary and the Drug Bulletin are proposed as the main vehicles for
WHG's contribution to an integrated drug informatjon system because the
Organization can use its constitutional mandate, its technical competence and its
working relationships with national drug regulatory authorities, non-governmental
organizations and individual experts to best advantage within these contexts.

107, Work in developing the Formulary is already in hand. It is envisaged as a
handbaok of treatment relevant to the first referral level of medical care. It
will algo embody teaching material for primary health care workers and the public
that can readily be adapted to local educational standards and cultural precepts,
Altheugh it will place greatest emphasis on drug treatment, the information will be
organized having regard to practical case management, To the greatest possible
extent the information will be drawn from advice already ilssued within the
technical reports of the Organization. Completed drafts will be submitted in
consultative form, section by section, to designated national information officers,
members of relevant WHO expett advisory panels, lnterested pharmaceutical
manufacturers and non~governmental organizations,

108, Having regard to the wide circulation of the WHO Drug Information Bulletin,
the many requests that have heen vecelved from Member States for permission to
translate its contents, and the supportive references made within the governing
bodies of WHO, its preparation will retain high priority. Efforts will be made to
assure its timely production. Tts presentation will be changed to lend it greater
appeal and it will be forcefully promoted. Emphasis will be accorded, as in the
past, to discurgive comparative commentaries on the regulatory status of essential
drugs and other jmportant products in varlous countries, and the present
consultative procedures will be mzintained to ensure that interested regulatory
suthorities and manufacturers receive =sight of material in draft.

109. In grder that these documents remaln Tesponsive to the needs of Member States
the designated information officers will be asked to atrange that they be kept
under review and to indicate how they are used and with what effect. This
information will ke submitted to the ICDRA which regularly receives a status report
from WHO detalling progress in all aspects of the Organization's collaboration with
national drug regulatory authorities. In turn, a short report of the proceedings
of each Conference highlighting the adopted recommendations will subsequently be
made availeble to the poverning bodies of WHO.
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{WHIALRT] The Firse World Health Assembly accepted the
programme oft the fnternaiional Pharmacoperi anted the orponizo-
tion for ite implementarion as propesed By the Interlm Commis-
siont It also adopted the followlng resolution

The First World Health Assernbly
RESOLVER
{1y that the Excoutive (ioard he instructed 1o cstablish during
iy (irat Scsgion an expett committee to be called * The Expert
Committee on the Upification of Pharmacapocias of the
World Health Organization ™, with the following terms of
reforenge:
1o act as an advisory body to the Werld Health Orgariza-
tion;
(2) {hat the World Health Organization set up within its
Secrelurial A section on the unification of pharruacopocias.

uly 1948 13,307

WIHAMIG The Third Warld Health Assembly

1. aregaves the publication of the Pharmacupeea Inlernatio-
madis, and

4. RECOMMENDS the cventual inclusion of its provisions in the
national pharmacopocias after the adoption of the said provi-
ziong by the authorities responsible for the pharmucoposias,

My 1950 18,19

WHAZ.11 The Third World FHealth Assembly,

Recognizing the desirability that a system of non-proprictary
mpres be established internationaily for such new pharmaceu-
tica) products as might be contemplated for Jaler insertion in
the Pharmacepoes Internationalis,

1, aperovies the general principles enwinscated by the Expert
Committee on the Unification of Pharmacoposias at its fifth
session,”® and

2, mesouves es follows:

(1) the Expert Commities on the Unification of Phammaso-
poeins should undertake the selection and approval of non-
proprietary nasnes [or drugs which might be descebed in
later editions of the Pharmaeopora Internationalis,
(2) such names as are from time to time selected and appro-
ved by the expert committes should be communicated by
the Director-General to national pharmacopoeial authorities,
together with a recommendation that these names be officially
recognized and approved, and, if the substances are eventually
included in the national pharmacopocia, adopted as pharmaco-
pocial names;
(3} such recommendations shall further include a request
that such measures us may by deemed appropriate by Member
Staies be taken with a view Lo preventing the use of the pames
selected for wnanthorized purposes, and in particular to pre-
venl the granting of exclusive proprietary tights in thess
numes to the manufacturer,

May 1950 18,19

WHA15.41 The Fiftcenth World Health Assembly,
Considering that

(1) new pharmaceulical preparations appeir in a steadily
increasing nymber on the market;

(2} in many of these preparations a greatl therapeutic acti-
vity may be combined with serious side-effects demanding
particutar carc in administration;

{3 recent expericnos has shown cortain defects in existing
salely contrpl tmeasures;

{4) these defects are especially related to insufficient clinical
trigls;
T irfy, Reoo Wid fich Org. 10, 17,
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(%) clinical cvaluation represents the final assessment of
pharmaceutical preparations and is the principal means of
detecting harmful side-effects following long-term use;

{6)  clinical trials are highly fime~consuming, need very furge
numbers of patients 1o be observed aecording to generally
acugpted principies, und would often be facilitated by interna-
tiopal co-operation;

(7 it should be the responsibility of national heulth author-
itics to ensure that the pharmaceutical prepurations available
to the medical profession are therapeutically efficient and that
their potential dangers are fully recognized,

t, meguests the Director-General to pursue, with the assistance
of the Advisory Committee on Medical Research, the study of
the scientific aspects of the clinical and pharmacological evalug-
tion of pharmaceutical preparations;

2. wrQuEsTs the Bxocutive Board and the Director-Creneral

to study the feasitility or otherwise, on the part of WHO, of
() cstablishing minimum basi¢c requirements and recom-
mending standard methods for the clinical and phatmacalo-
gical evaluation of pharmaceutical preparations;
(B) securing regular exchange of information on the safety
and efficacy of pharmaceutical preparations; and, in partieular,
() securing prompt transmission o national health author-
ities of new information on serious side-effects of pharmuceu-
tical preparations,

and to report o the Sixteenth Werld Health Aswembly on the

progress of this study, May 1962 118,18

WHA16.36 The Sixteenth World Health Assembly,

Having noted the resolution of the Fxecutive Board on the
clinical and pharmacological evaluation of drugs;

Having cxamined the report hy the Dircclor-General on the
clinical and pharmacological evaluation of drugs;?

Considering that international co-uperation is essential for the
achjevement of the best possible protection against hazirds for
tian arising out of the vse of drugs;

Agreeing to the definition of a * drug * as any substance, or
mixtare of substances, destined for use ih the diggnosiy, (Feat-
ment, mitigation or prevention of diséase in man, as sel ot in
the report of the Study Group on the Use of Specificutions for
Pharmaceutical Priparations;

Realizing the technical and administrative difficultics of secur-
ing regular exchange of fnformation on all drugs,

1. REAFFIRMs the need for carly action in regard to rapid disse-
mination of information on adverse drug reactions;

2. reouests Member States
{(4) to communicate immediately to WHOQ

(i) any decision to prohibit or limit the availability of a
drug already in use,
{ii) any decision 1o refuse the approval of & new drug,
(i) any approval lor general use of 3 new drug when
accompanicd by restrictive provisions,
if these decisions are taken as a result of sertous adverse reigs
tions: and
(% to include in this communication as far s possible the

reasons for the action tuken and the nonsproprictary and
other names, and the chemical formula or the definition;

5. (@) REGoGNIzES the importance of accurate appraisal, wt
the national level, of the toxic effects of drugs; and

LG Rec, Wid Flth €ep 127, Apnex 12
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(&) I§vITES Member States to arrange for a systematic col-
jection of information on serious adverse drug reactions
observed during the development of a drug and, in particular,
after its nelease for general use;

4. requesTs the Pirector-Gioneral

(@) 1o transmit immediately to Member States the informa-
tion received under paragraph 2;

{h) to study the valve and feagibitity, including the adminis-
trative and financial implications, of WHO collecting from
and disseminating to Member States

() the non-proprietary and other names, chemical for-
mulae and dehnitions of new drugs released or approved,

(i) the information contatned in 3(b) above;

{c) to contioue the study of the possibility of formulating,
and of seeking international acceptance of, basic principles
and requirements applicable to the toxicological, pharmaco-
logical and clinical evaluation of drugs; and

() to pursue action in the matter and report to the Executive
Board and to the Seventeenth World Health Assembly.

May 1963 137,18

WHA13.36 The Eightecnth World Health Assembly,

Recitlling resolution WHA17.41 on the compliance of exported
pharmacentical preparations with the requirements applying
to pharmaceutical preparations {or domestic use;

Having examnined the report of the Director-General on the
quality control of pharmacentical preparations, sctting oul an
unsatisfactory situation in regard to the guality control of phar-
maceytical preparations moving in international commerce;

Moting that large parts of the world pepulation make use of
pharmaceutical prepatations without having in their countries
adequate facilities for prior quality control; and

Recalling the provisions of Articles 2 and 21 of the Consting.
tion,

[. INVITES governmentis to take the necessary messures (o
subject pharmaceutical preparations, imported or locally magu-
factured, to adequate guality control;

2. REQUESTS the Dircctor-General:

(a) tocontinve to 2ssist Member States to develop their own
laboratory facilities or to secure access to such facilities else-
where;

{5 tocomtinue to study methods of securing, in the countrics
of origin, contrel of the quality of pharmaceutical preparations
intended for export; and

{c) to pursue the establishment of internationally accepted
principles and specifications for the control of the quality of
pharmaceatical preparations; and further

3. REQUESTS the Director-General to report to the Executive
Board and to the Nineteenth World Health Assembly on the
possibilities of the Organization’s playing snt even more active
tole in the guality control of pharmaceutical preparations,

May 1965 143,22

WHA18.42Z The Eighteenth World Health Assembly,

Congidering resclutions WHA1L5.41, WHA16.36 and WHA
17.3% of the Fiftzenth, Sixteenth and Seventeenth Waorld Health
Assemblies on the tmportance of systematic collection, evalua-
tion, and disseminztion of information on adverse drug reactions;

Recalling the reports of the several groups of experts convened
to consider and study the feastbility and desirability of instituting
an adverse drug reaction monitoring progracame on an intérna-
tivnal basis;

Convinced of the urgent need for the international collection
and distribution of information on adverse drug reactipns; and

! Published, inslightly abridged form, in W2 filch Q. rachn. Rep, Sgv,, 1965,
307, Annex 1.

WEO/CONRAD/WE /1,2
Annex
page 3

Looking with favour upon the offer of the Goverament of the
United States of America to provide fagilities for the processiong
of information on adverse drug reactions, under the auspices of
the World Health Organization,

1. reguests the Director-General 1o study further the require-
nents of an international programme for the collection, analysis,
and dissernination to Member States of information on adverse
drug reactions;

2. mvITEs Member States to develop ag soon a8 possible national
monitoring systems for adverse drug reactions, with a view to
taking part in an international system under the aegs of WHO;

3. requEests the Dircctor-General to examine the offer of the
United States of America and of any other governments of data
processing facilitics as a part of an international monitoring
systern for adverse drug reactions, and to report on the matter
to the Mincteenth World Health Aszsembly; and

4. THANEKS the Government of the United States of America
for its offer,
May 1955 143,25

WHA1%.35 The Nincteenth World Health Assemnbly,

Having ¢xamined the reports of the Director-General * on the
international monitoring of adverse reactions to drugs;

Recalling resolutions WHALS.41, WHA16.36, WHA17.39 and
WHAIB42 of the Fiftecnth, Sixteenth, Seventeenth and Eigh-
teenth World Health Aszemilies on the importance of systematic
collection, evaluation and dissemination of information on
adverse reactions to drugs;

Considering resolution EB37.R14 of the Executive Board on
the international monitoring of adverse reactions to drugs;

Convinced of the urgent need to collect and digseminate at the
mtetnational level information on adverse reactions to drugs: and

Taking ito account that co-operation with pational centres
for monitoring adverse reactions to drugs and the wtilization of
the data-processing facilities available in the United States of
Amecrica would facilitate the international monitoring enviszged,

1. rEQuUEsTs the Divector-General to initinte a pilot research
project, zlong the lines indicated in his report 1, with the aim
of establishing an internationul systern of monitoring adverse
‘Teactions to drugs using information derived from national
centres; and

2. ACCEPYS the generous offer of the Government of the United
States of America of data-processing facilities for this purpose,

May 1966 151,16

WHA22.41 The Twenty-second World Health Assembly,

Emphasizing that, in addition (o the pharmaceutical quality
control of drogs, it is cssential to evaluate their therapeutic
safety and efficacy 50 as to prevent their unsuitable use involving,
inrer alla, excessive expendilures for the individual az well
as the public,

Considering that the increasing variety of drogs renders
their selection by the prescribing physician difficult; and

Recalling resolution WHALT.39 requesting inter alia the
formulation by the Worid Health Qeganization of generally
acceptuble principles for the cvaluation of the safety and efficacy
of drugs,

REQUESTS the Director-General 1o examine possible ways
of providing advice to governments in developing muchinery
for evaluating the therapeutic salety and efficucy of drugs
and to report to the Executlive Board and the Twenty-fourth
Waorld Health Assermbly,

July 1969 176,20

VO Reeo Wi Hitk Crg. 148, Annex 11,
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WHA22.50 The V'wenly-sccond World Health Assembly,
Recaliing resolution WHAZL.37;
Hiaving considered the report of the Director-Genéeral on the
gquality control of drugs;

Moting with satisfaction the formulation of the  Principles
of Pharmaceutical Quality Control 71 and * Good Practices
in the Manufacture and Quality Contrel of Dirugs " ® as pre-
sopted in the report of the Director-Cieneral;

Recognizing that general abservance of such principles and
practices is essential and, in particular, & prerequisite fot a
system of certification for drugs in international commerce; and

Considering that general acceplance of such a certification
system would be an imporfant fiest step toward ensuring the
desired level of quoality control of drugs in internationzl
commerce,

1. mrEcomMeNDs that Member States adopt and appiy

(1) (ke reqeirements for * Good Practices in the Manufacture
and Quality Control of Drugs ™ as formulated in the report
wf the Director-General,?

{2} the certification scheme on {be quality of pharmaceutical
products moving in internationa] commerce as formulated in
the report of the Direetor-General as amended ?

2. wegueses the Dirsetor-Cieneral to report to the Twenty-third
Waorld Health Assembly

{1) on those improvements in the requirements for good
maunufactuting practice and in the certification scheme which
mity uppéur (o be noeessary; and

{2) on further progress with regard to the certification scheme
and the implementation thereof.

July 1959 176,24

WHAZYAE The Twenty-third Waorld Health Assembly,

Reealling resolutions WHA15.41, WHAL6,36 and WHAI17.39
af the Fifteenth, Sixtecnth and Seventeenth World Health
Assemblica on the importance of communicating to WHO any
decision 10 refuse the approval of a new drug, or to withdraw or
restrict the avadlability of a drug alveady in use if such deciston is
taken ag i result of serious adverse reactions, and requesting the
Nircctor-General to transmit immediately to Member States the
informulion received;

Acknowledging the value of information distributed through
this intergovernmental information systemn so far;

Moting that it is oot only the serious adverse reactions cansed
by drugs that must be takca into consideration as factors
detrimental to the bealth of the individual, bul also their in-
efficacy; and

Moting alao that ineffective drigs are wasteful of individual and
public economic resources,

], awviTes all Member States to communiale to WHO any
final decision made by national health authorities to withdraw or
restrict the availability of a drug already in use if the decision is
taken hecause of lack of substantial evidence of effectiveness in
refution to its toxicity und the purpose for which it is used; and

2. neoUESTS the Director-General 10 disseminate these decisions
in addition to decisions taken as a4 result of serious adverse
reactions, a5 specified in resolution WHA16.36.

May 1970 184,25

Y Wd Hth Org. dechn. Rep, Scr,, 1969, 418, Anncx ),
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WHAZ24.56 Fhe Twenty-fourth World Health Assembly,

Recubling previous Assembly resolutions dealing with phar-
macology and the contral of drugs, and in particulur eesolutions
WHAI636, WHAIZ3Y, WHAZQ3, TOWHANLAT, B WHA
22,30, * WHAZ22.13, WHIA2142 * and WHAZLAE,

Convinced that mutters relating to the discovery, production
and distribution of drugs, to the control of drug guatity, safety
and efficacy and to the monitoring of adverse reactions, including
dependence-producing properties, should be looked upon as a
wholc;

Realizing that the continuous development of medieal seicnce
and of the pharmaceutical industry leads to the appearanes of
new and more effective drugs;

Reing awart of the increasing need for the prescribing physi-
cian to know and fully understand the effects, side-reactions and
possible interactions of drugs;

Considering the responsibility of the World Health Qrganiza-
tion 1o assist in keeping the national health authoritics and the
medical profession abreast of such developments  through
expanded facilities for information on pharmucotherapy and for
conrtinuing education in ¢linical pharmucology; and

Further considering the necessity of devising the most efficient
ways for the Organization to carry oul this responsibidity,

1. COMMENDS the increased emphasis in the programme of the
Organization, and the work being done, on pharmacology wndl
on the control of drugs;

2. HEQUESTS the Director-General, keeping in mind the need for
an overszl]l approach to such matters, to study how best the
Qrganization can cope wilh jts obligations in this domain and
expand its activitics as required, and to report thercon to the
Exccutive Board at itz forty-ninth session und to the Twenty-
fifth World Health Assembly;

1, mrEquEsTs the Director-General to consider the creition of a
systemn of eollection and dissemination of information on results
of safety and effectiveness trials of new drugs and on their
registration in countries having the necessary facilitics, for pos-
sible use of these data by the health authorities of countries im-
porting pharmaceutical produgsts; and to report on the feasibility
and financial implications of such a system to the forty-ninth
seasion of the Fxecutive Board and to the Twenty-fifth World
Health Assernbly; and

4. FUKRTIER REOURSTS the Director-General to publish a list of
countries where the State nuthoritics responsible for the guality
controt of drugs recognize and implement the requirements for
“(jood Practices in the Manufaciure and GQualily Control of
Drugs” and the certification scheme on the quality of pharma-
ceutical products moving in international commerce #s recom-
mended by the Twenty-second World Health Assembly in its
resolution WHAZR2.50, ¢

May 197} 1933

* Zee p. 133,




WHAILS61  The Twenty-fifth World Health Assembly,

Having examined the report of the Direetor-General on the
quality, safery and efficacy of drygs;

Mindful of the importanes of developing & ¢comprehensive
approach 1o ensuring drug quality, safety and efficacy, monitor-
ing adverse reactions, and developing and disseminating accurate
information about drugs;

Convinced of the need 1o assist national health avthorities to
meet their responsibilities in relation to druy quality, safety and
efficacy,

. moTER with appreciation the activilies that have been under-
taken in accordance with resolution WHAZ4.56:

2. RECOMMENUS that governiments, if they deem it necessary,
ke suitable measures for giving the public appropriate infore
mation about the use, hazaeds and limitations of drugs;

3. REQUUETS the Direcior-Generzl to report o the fifty-first
session of the Excoutive Board and the Twenty-sixth World
Health Assembly:

{a) o©n the feasibility of an international information system
providing data on the scemlific busis and the conditions of
registration of individual drugs;

{#} on practicgble minimim reguirements and on other efforts
to develop a comprehensive approach 10 ensuring the quality,
safety and efficacy of drugs, including the feasibiiity of im-
plementing Article 21 () and {¢) of the WHO Constitution;
and

(¢) on the cost of any action forcseen;

4, URGES all countries participating in the monitoring scheme
10 ensune thal reports of adverse rcactions after validation are
forwarded regularly end with the minimum delay to the Qrgani-
zation; and

5. REQUESTS the Director-Ciencral to undertake a study of the
most feasible mexns of indicating by a uniform system of
mitrking the limits of shelf life of pharmaceutical products under
the conditions of their storage, as well as the date of manufactyre
and batch number, and the mainnance of records which
facilitate tracing of distribution, and lo report thercon to 2
future World Health Asgzembly,

May 1973 201,33

WHA26.30 The Twenty-sixth World Health Agserbly,
Recalling resolutions WHA24.56 and WHAZ25.61:

Having examined the report of the Director-General on the
feasibility of an international information system on drugs,

., THAMKS the Director-General for his report;

2, comsipERs that the implementation of an international
information systert providing data on the scientific basis and
the conditons of registration and withdtawal of individual
drugs would be of considerable importance in the development
of a more comprehensive approach to ensuring deug quality,
safety and efficacy;

3. seurves that the proposed feasibility study would provide
the basis for assessing the potential value of such a system; and

4. reguests the Director-General (o develop the proposed

feasibility study and to report to a future World Health Assembly
on the findings of this study and on their financial implications.

May 1073 208, 14
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WHA26.31 The Twenty-sisth World Health Assernbly,
Recalling resolutions WHALS.36 and WHA23.48; and

Reiterating that ali drugs made available to consumers should
comply with adequate standards of quality, safety and efficacy,
and that the World Health Organization has a major rote to play
in the collection and dissemination of information on drugs,

1. wviTes Member countrics to continue to communicate to
the Werld Health Organization any decisions by the nationul
vontrol apthority resulting in the withdrawal from the market
of any pharmaceutical product, and to indicate in the com-
munication the name of the produet, its compesition, its dosage
form, the name of the manufacturer and the findings of the studies
which resulted in the withdrawal; and

2, REguests the Director-General to continue to disseminate
inforrmation concerning such decisions without delay and to
miake this information activity part of the proposed feasibility
study on the international information system on drugs,?

May 1973 208, 15

WHA28.66 The Twenty-zighth World Heslth Assembly,

Having congidered the report of the Director-General on
prophylectic and therapeutic substances;?

Recognizing the importance of further development of nter-
national standards and requirements for prophylactic and
therapeutic substances;

Conviaced of the necessity of developing drug pelicies linking
drug research, production and distribution with the real health
needs,

I, THamks the Director-General for his comprehensive report;

2. URGES governments and professional bodies o ensure that
the health personne! and the public are adequately educated
and kept informed as to the proper use of prophylactic and
therapeutic substances; and

3. rEQUESTS the Director-General:

(1} 1w continue to develop activitics related 10 the estab-
lishrnent and revision of international standards, requires
ments and guidelines for prophylactic and therapewtic
substances in consultation, as appropriate, with relevant
governmental and nongovernmental organizations  in
official relations with WHO;

(2) 1o develop means by which the Qrganiztion can be
of greater direct assistance to Member States in-

(g} the implementation of national progranunes in
research, regulatory control, management and moni-
Loring of drugs and, in so doing, also in the formulation
of national drug policies;

(f) advising on the selection and procurement, at
reasonabie cost, of essential drugs of established quality
corresponding to their national health peeds:

(e} the education and training of scientific and techni-
cal manpower for rescarch, production, evaluation,
control and management of prophylactic and therapeu-
L substances;

(3) to study ways and means of optimizing inputs and
outputs of the interpational system for drug mopitoring so
that it will be useful for both developed and developing
COUNYIes;

(4) to disseminate to Member States evaleated informa-
tioh on drugs; and

{3) to report on the above matters 1o the Executive Board
and a future World Health Assembly,

My 1975 226, 35

" See resolution WHAZE.30
T WHO Official Recards, Na. 226, 1975, 96,
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