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e Y DRUGC POLICIES AND MANAGEMENT
- INDEXE

1. Iatroduction

The WHO Progrsmme on Prophylactic, Diagnostiec and Therapeutic Substances has undergone
profound changes and development over the yemsrs. During the early days of WHO, pharmaceuticals
ware consideved only from the point of view of the chemicsl and physical characteristies of the
substances they contained snd in connexion with the methods for quality control as described in the
national standards and pharmacopoeas, At that time, WHO initiated an intermational nomenclature of
pharmaceutical substances, now known as the International nenproprietary names (IN) for
pharmaceutical substances. This nomenclature ias now recognized in many countries and greatly
facilitates intaernationsl communigcation in the field of pharmeceuticals. Since then considerable
progress has been achieved vegarding the "technical" dimensionm of pharmaceuticals, but it was
eventually realized that controlling the quality of drugs was not enough, particularly when tha
number of new chemical entities introduced on the market began to inecrease rapidly.

Ia the early 1960s a new dimension was added to the technicazl dimension of pharmaceuticals,
Thisz could appropriately be called the "clinical™ dimension. After the substances contained in
pharmaceutical preparations had been defined, there was & need to increase knewledge regarding the
action of these substances on the human body, as the ultimate purpese of adwinistering drugs iz to
prevent snd cure disease and to improve health. The requirements for drug safety were raised
constantly, parrisularly afrer the thalidomide tragedy, and seientific metheds for testing new
medicines for safety and efficacy became inereasingly important, It was recognized that no active
drugs containing specific therapeutic properties could be absolutely =afe as they interfered in one
way or anpther with biological processes and were likely to produce adverse effects in some
patients.

During this period, national legislation on drugs and drug control wes reviewed in many
¢countries and systemg of monitoring adverse reactionms were developed. Clinical evaluation of drugs
was seen as an analysis of the ratio of benefit to risk in the use of the drugs in mediesl practice.

As knowledge in pharmacodynsmics and pharmacokinetics inereased, ¢linical pharmacology
developed rapidly and the clinical pharmacological evaluation of drugs became an important issue in
drug policies in many countries, particularly where research was based in the pharmaceutical
industry. Regulatory demands for the introduction of new drugs have inereased and the question
whether they are becoming too complex and strinpent, and thus giving rise to excessive delays and
the curtailment of drug research and development, has often been raised. This applies
particularly to toxicological testing, where methods of measurement have sometimes been
extrapolated far beyond our ability to interpret thelr implicatienms for the health of man.
Furthermore, repetition of the same routine tests in gseveral countries for registration purposes
represents & waste of resources because of the obvious duplication of work,

In the early 1970s, a "socioceconomic" dimension, which included ethical sspects, became
apparent in addition to the technical and clinical dimensions, This was, inter alia, the result of
an identified need to vatiomalize governmental expenditure on health. Drug expenditure represents
2 considerable proportion of national health budgets, altheugh it is generally reparded as a
relatively easy component to managa,

The emphesis on the secial and economic implications of pharmaceuticals is clearly linked with
the evelution of health policies. The Alma-Ats International Conference on Primary Health Care
{1978) rgcognized that “primary health care requires a continuous asupply of essential drugs; Cthat
the provision of drugs accounts for a significant proportion of expenditures in the haalth secter:
=nd that the progressive extenszion of primary health care ta ensure eventwal national caverage
entails & large increase in the provision of drugs". The Conference recommended that "governments
formulate national pelicies and regulations with respect to the impert, local productien, sale, and
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distribution of drugs and biologicals so as to ensure that the essential drugs are available at the
various levals of primary health care at the lowest feasible cost; that specific measures be takan
Lo prevent the over-utilization of medicines; that proved traditiconal remedies ba incorporated;
and that effeetive administrative and supply systems be established™. (A2 1z well known, WHO ig
acting, both at the glebal level and in the regions concerned, in developing the concept of
essential drugs,)

These general observations by the Alma Ata Conference mast now be locked at in the light of
tha spacific problems and opportunities existing in the European Region. For instanee, in telation
to the European situation the essential drug concept may have to be viewed from 8 somewhat
different angle, ¢.g., by using comparative studies to stimelate discusaions on differences among
countrics in drug registration and use.

2, The European gituation

Wational drug legislarieon iz the basis for the fermulatiom of drup policies, but
administrative practices of drug regulatory agencies are the real structure for governmental drug
policy, To ensure optimal formulation of official drug policy, the basie aims and roles of the
variecus elements of drug management in relation to the health system of a pociety must be defined.

As a result of the growing internationalization of drug evaluation and contrel, the
barmonization of legislation and administrative practices is being extensively digcugaed both
within and outside the European Region. Subregiopal intergovernmental organizations and groupings,
such as Benelux, EEC, CMEA, Council of Euroepe, EFTA and the Noxdic Council, all have an increasing
nunber of activities concerning drug evaluatien and contrel and drug policies in general, The
motivation for such organizatioms to establish committees and schemer for collaboratien in the drug
field is cleorly based on the need to achieve optimal use of resources.

The WHO Regional Office for Eurcope has alzo secured inereasing cellaboration with
nongovernmental industrial organizations in the drug Fleld. Discussions have taken place with the
International Federation of Pharmaceutical Manufacrurers' Associations (IFFMA) with regard to
collaboration in the current series of European studies of drug regularion, and contacts have been
eatablished with the European Federation of Pharmaceutical Industries Asscciatious (EFPIA), which
ig an gesociation of pharmaceutical industries within the EEC and EFTA countriesa. Collaboration
with the World Federation of Proprietary Medicines Manufacturers (WFPM:) and its European branch,
the European Proprietary Medicines Aszsociation (AESGP), is also being strengthened, particularly in
view of the increasing emphsaisz on self-cars.

Although research into new drugs, together with experimental esnd elinical rasearch on their
safety and efficaey, has been greatly intengified during the last two decades, innovations in the
pharmaceutical field have almost reached 3 status gue as regards the number of new chemical
entities introduced. Requirements at the national level relating te drug applicatiens have
steadily increased, with = conseguent inereased worklead for governmental drug regulatory
agencies. This has obviously affected the costs of government drug centrol; drug pricea have
increased, with & corresponding rise im the level of expenditure on drugs under the social security
schemes. It may, however, be questioned whether the proportion of drug costs in natieonal health
budgets has been increasing at the same rate ag expenditure on aew techanologies.

In many Member States the drug sector has existed without adequate coordination with other
parts of the heslth services, one of the reasons being the commercial character of drug procurement
and distribution. However, there 135 now firm evidence of changing attitudes among decision makers,
professionals and the publie towards the place of drugs in society. The growing costs of drug
treatment, boetter knowledge of the intgrarction between drugs and the human bedy, and constraints te
which drug regulatory agencies are su’ ject owing te lack of resources, are some factors which have
stimulated theose invelved to reconsiver the situatien.

Quite controversial opinions exis: regarding the effects of drug regulation on public heslth.
It has, for axample, been questienad vhether the strict criteris for drug approval in some northern
and socialist countries of Eurcpe arce more likely to benefit public health than the more liheral
regulations of some southern Buvopean countries. Discussiens on this issue have usually taken
place without the presentation of haréd facta; wurgent mction is therefore needed to evaluate the
effect of approval policies in different countries of the European Region.

It iz also thought that the standardization of puildelines for the clinieal ovaluatiom of drugs
would enhance the harmonization of drupg evaluation requirements. The Commission of the Burospean
Communities conducts engoing activitics which reswlt in notes for the guidance of applicants
wishing to register new drugs. On the other hand, the Regional Office for Europe has entered this
area because of recommendations by drug research planning groups concerning the production of
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gueidelines for the inveatigator. Cuidelines have been produced for the clinical evaluatioa of
antihypertensive drugs in man, and working groups have been established to draft guidelines on
nenstercid snti-inflammatory drugs and on minor tranquillizerz and sedatives.

As stated above, the Member States of the European Region are nowadays faced with a szerious
problem of high expenditure on drugs, this being partly the result of inapproprizte utilization.
The need to provide appropriate gnidance for preseribers with a view to improving ratiomality in
drug prescriptions has been recognized. Research activities on the measurement of degrees of drug
utilization have gained higher priority at the national level and substantial improvements have
been noted with regard to methodological aspects for measurement of drug use and the harmonization
of drug classificacion., Also, the role of the Regicnal Office has been eéxpanded with regard teo
toordination of utilization studies in the context of nationsl drug policies,

3.  Activities of rhe Regional Dffice for Europe

3.1 BStructure of the PDT programme

Although the Regional Office had already undertaken several activities in thia field, a
significant step was taken when the new unit of Prophylactic, Diagnostic and Therapeutie Substances
(PDT) became operational on 1 April 1979. Since that date the activities of the unit have beaen
devaloping quite rapidly.

Following the WHQ programme classification, the PDT programme in the Regional Office is
divided into two compoments: on the one hand, pharmsceuticals and biologicals; on the other, drug
pelicies and management. This division of the programme is however, vather artificial, since most
of the subprogrammes in the field of national drug policies, drug utilization, drug evaluatien,
drug monitoring and clinical pharmacelogy all include cemponents of a techniesl and ¢linical as
well as a sociceconomic nature. At present the main thrusts in the programme are in the field of
ciinical pharmzcclogical evaluation in drug control, drug utilization regearch, and development of
national drug policies. The first two of these programme areas lend themselves very well to wide
intevcountry consultation, while the formulation of drug policies at the natienal level is
obviously a question of priorities within individual Member States, However, there are numerous
possibilities for intercountry collaboration in this field alse, but perhaps rather on a
subregional level, between countries with similar traditions and administrative systems,

In the past few years, various topics relating to drug utilization, evaluation and control
have been reported on extensively in Regional Office publications fsee Annex).

3.2 Clinical Pharmaceleogy

During the 1970s the main activities of the Regional Office in the field of pharmaceuticals
related to the series of symposia on clinical pharmacological evaluation in drug control which have
been organized in the Federal Republic of Germany since 1972, Although these symposia have been
largely deveted to the c¢liniecal aspects of drug control and the orgsnization of clinical
pharmacological services in the Regien, they have also focused on other techniecal and social
aspects gsuch as drug wtilization and postmarketing surveillance. Starting with the symposium held
in 1980, there has been a change in the organization of these meetings 8o as to relate them
directly to certain other programmes of WHO. Accordingly, the 1980 symposium was devoted entirely
to drugs in relation to the elderly population; this sctivity was organized to complement to an Ad
Hoe Technical Greup on the Use of Medicaments by the Elderly (within the Global Programme for Care
of the Aged). The combinatien of these twe activities enabled problems of medication in old age to
be discusged from both the elinical and the control standpoints, and with due recognition of the
need to establish guidelines for drugs which should be used with the utmost care or in reduced
dosage in this age group.

A symposium planned for 1981 will be devoted to the problems of drugs in infants and
children; this will be = joint activity of the Regional Office's Maternal and Child Health end PDT
programmes,

3.3 Drug utilization resesrch

Drug utilization research gained rapid atteation during the 1970s. Both the public health
aspects and the sociceconcmic implications have motivated decision makers at national and
international levels to give suech research activities incressed priority. Following 2 WHO
Symposium on the Consvmption of Drugs {(Qslo, 1969), a small expert group on drug utilization was
sponaored by WHO headquarters, The group pointed out at sp egrly stage that methodological
problems in measuting and comparing drug utilization were potentinl obstaclas in Lhe development of
drug utilization research, Also, the sources and availability of data differed considerably.
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This expert group, now called the Drug Utilization Research Group (DURG), expanded quite
rapidly, and in 1979 the Regional Qffice assumed the secretarial responsibility for the Group.
When the Group met in Prague in 1979 it ineluded secientists from 14 European Member States, and it
is envisaged that a number of seientists from other countries within and outside the Region will
join the Group at its next meeting in Yugeslavia (April, 1981). '

After consultation and clese collaboration with the Nordic Council on Medicines, the Group
agreed on g clagsification system and on methodologies for measoring drug utilization., These
methodologies are based on defined daily doses (DDDs) as units of measurement. Such doses reflect,
in principle, the average daily maintenance dese for a given compound as récommended in the
literature and are therefore technical units of measurement.

These methodologies have besn tested by members of the Group, end studies have been published
on international comparisems of sales of antidiabetic and psychotropic drugs in several European
countriee, In 19792 the Regional Office published Studies in drug utilization (European Series, No.
8), in which data ceollection systems in 10 European countries and the results of international
comparigons are described.

3.4 Natioenal drug policies

The aim of developing national drug policies hes been defined as the improvement of the
efficiency of the pharmaceutical supply system through definition of thé objectives and
coordination of its different compeonents, and through cooperatien among the different sectors
involved, mainly health, social services, trade and industrial productien. In this context, the
teym "pharmsceutical supply system" covers elements like procurement, manufacture, distribution,
eontrol (including marketing licemces), marketing surveillance {(including drug utilizatien},
reimbursement systems, research and development,

4 series of studies of drug policies and management was started in 1980. These studies are
focused mainly on the practices of drug regulatory agencies in different Member States in an
attempt to reveal data on the effects of drug regulation oo public health, They concentrate on the
fate of drug spplicetions in the varieus agencies, differences in approval policies, lepal aspects
concarning confidentiality in the hendling of drug applications, ete.

In 1979 the Regional Office issued a publication entitled Naticnal drug policies (Public
Health in Europe, Wo. 12), with the aim of presenting the concept of drug policies and stimulating
the development of such policies at the national level. This publication comtains cemtributions on
the roles of regulatory agencies, health professions, universities, social seeurity schemes,
vegional economic constellations, industry and the consumer in the pharmaceutical supply eystem.

At country level, the Regional Office has responded promptly to Member States' requests for

sdvice on the organization of the different elements of drug policies so as to place them in the
context of comprehenzive drug policies and overall health policies. It is quite elear that an
individuyal country—oriented approach in the formulation of drug policies will be the most
appropriate in view of different traditiens and needs,

4, Future trends

4.1 Drugs and strategies for health for all by the year 2000

In the regional strategies for attaining health for all by the year 2000, references to the
drug component pertain mainly to the supportive nature of drugs in relation to health services.
Emphasis is placed en the development of technical cooperation and support in the assessment of new
drugs and on monitoring and surveillance after marketing in order to avoid over-sophistication and
unnacesgary duplication of efforts. In this context the regiomal petential for drug assessment has
a global significance also.

Furthermore, the regional strategy clearly relates to the development of an ewareness among
pecple of the problems, risks and benefits of drug treatment and of opportunities to make informed
choices regarding self-treatment with drugs. This requires a considerable strengthening of health
education programmes and informatiem aimed at improving conditioms for self-care and ensuring
complianece with instructiens for preseribed drugs.

The education of physicians, pharmacists and other health personnel engaged in drug management
will alse have to be more community-oriented with regard to the use of drugs for prevention,
primary care and long-term care and to the provision of information for the public,
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4.2 Drug policies and management

The feormulation of national drug polieies covering all facets of the pharmacentical supply
system within the context of country heslth prograwmming is 8 matter of growing concern to many
Member States. The organization of the pharmaceutical supply system in all Member States requires
a multisectoral approach gince it covers nationwide activities in the drug Ffield, including
selection, precurement, distribution, manufacture, contrel, marketing surveillence, research and
development. In many Member States the pharmacentical supply system has been organized sepavately
from or in parallel with the health sector. There is now a clear trend to incorporate drug
components when planning for health care delivery in geneval because, although drugs alone cannot
provide adequate treatment, they do play an important role in health cara,

There are, indeed, very different traditions snd appromches in the Member States with regard
to the organization of the pharmaceutical supply system. Selection procedures differ; the
approval policies for new drugs are quite stringent in some countries and more liberal in others;
some countyies have predominantly private systems of procurement, manufacture and distribution,
while others have parallel private and public pharmszceutical supply systems, and a nuber of
tountries have even nationalized seme or 21l steps in the supply system,

In Ewrepe, drug pelicies are, generally speaking, closely linked with social security amd
health insurance schemes, and in many countries there is growing concern that the gvailability of
drugs at a noninal price or even free of charge, combined with commercial pressures, may lead to
over~consumption or wastage. In this context, antibiotics and chemotherapeutics are often cited as
examples because of the fact that they account for s velatively high proportion of prescriptions
and gosts. As expenditure on drugs within the social security system increases, means are being
sought to save resources through cost-sharing schemes, restricted lists of reimbursable drugs and
price controls.

All these aspects of national drug policies require careful study, Such studies shouold not be
izolated but, when possible, shonld be lioked with studies related to model health care
programmes, Xt is alsc necessary to continue atudies on the impact of drug legislation and
regulations regarding approval policies, availsbility of drugs, mechanisme for drug inspectiem and
marketing surveillance techniques in Member States.

4.3 Drug information and drug utilization research

In the general problem definition of the medium-term programme for the Sixth General Progremme
of Work it is stated that excessive preseribing and the irraticnal use of drugs due to lack of
information has created a growing public demand for drugs, and physicians have tended to prescribe
druge where they are not really indicated. The irrational use of drugs iz partly due to a lack of
cost—consgiougness and there is no way of overcoming this problem unless information and education
programmas for the public and the health professions are considerably strengthened.

In most Member States the drug manufacturers have establighed an effective information network
for physicians, pharmacists and other health professionals, and advertisements of over—the—counter
products are in gemeral permitted. Although these information activities by the manufacturers are
usuglly regulated in these countries, there is 4 grewing awareness that all concermed should have
access to independent, objective informstion., Such activities are already to be found in many
countries in parallel with the msctivities of industry, whereas in other countries there is g clear
need to strengthen such services.

There has alse been a2 trend towards increased and improved patient information, but it has to
be reslized that the flow of jinformation of varying quality, =nd sometimes expresaing quite
controversial opinions, has contributed to confusion among patients as well as imparting
knpwledge. Although the patients should, in principle, receive informatien on drugs from the
physician eor the pharmacist, it has to be acknowledged that self-medication iz more widely used
than prescribed medication. It is therefore very important te prepars both the physician and the
Pharmacist better for their educational role vis-a-vis the public and the other health professions.

Methodologies in drug utilization research in the Region have been developed and aye now
widely scecepted. They include the establishment of anm anatomical and therapeutic classificstrion
system for identifying individual therapeutic substances and widely used cowbinstions, and = system
of defined daily doses as units of measurement to facilitate international comparisoms of drug
consymption, The establishment of these methodologies is an important step towards studying in
more detail the social consequences of drug utilization and identifying ways of improving the
communication of data to prescribers and users in order to retiomalize prescriptions and improve
compliance.
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The Regional Office eould continue to coordinate research projects in drug utilization and
update the classification of drugs and systems for measuring drug use in collaboration with
intergovernmentazl and nongovernmental organizations and naticnal beodies, BStudies eould also be
organized, in ralation to the health promotion programme, on the role of physicisnas, pharmacists
and other heslth personnel in public information relating to the ratiomal use of drugs.

4,4 Self-medication (self-care)

Although self-medication is more widely used than prescribed medieation, limited attention has
been given to this aspect and to the numerous products which are available without prescription.
There are very different attitudes in Member States about this, ass thera are about other
therapeutic traditions. However, in both developed and developing eountriea over-the-counter drugs
and popular remedies are widely used, Policies with regard to over-the—counter druga and popular
remedies very from country to country, and it is important in this connexion te balance the
requirements for efficacy with the human aspects of health care and the cultural aspacts and
traditions of self-care, However, requirements for quality and safety should not be sbandoned.

The Regional Office could promote surveys on patterns of self-medicatien in selected
population groups and geographical areas in the Region and promote more affective guidance on the
part of the manufacturer and the distributor regarding the use of over-the-counter drugs.

4,5 Essentiel drugs

The concept of essential drugs has been a fairly controversial issue at the European lavel.
This concept should necessarily be regarded in the light of natiomal drog policies and, as stated
above, the Alma-Ata Conference recognized the need for & continuous supply of essential drugs in
primary health care. However, it must also be recopnized that there are differing views and
differing needs in the Region as far as selection of a "hard cora" of essential drugs for primary
health care is concerned. Many Member States have, in fact, adapted the concept at hospital or
even regional level by producing drug formularies for single hospitals or groups of hospitals,

The varying attitudes towsrds the concept of essential drugs require that the Regional Office
should respond to individual country needs. The very considerable difference in pelicies smong
Member States of the Region alsc makes this a particularly interesting area for research and it is
felt that studies to compare different narional practices with regard to drug committees im primary
health care and hospitals and to drug registration would be an impertant contributory facter in
stimnlating poliecy discusgions in this field.

The WHO Action Programme on Essential Drugs is clearly oriented towards developing countries
and in this context the Europesn Region 1s mainly regarded as a pruv1der ragion. In the drug
field, as in many other fields of technology, the European Regiom is, of course, in a spacial
gituatien, since it possesses considerable scientifie and technical potentigl, Thia potential is,
in faet, being utilized for the benefit of developing countries within and outside the Region by
the provision of training and financial and managerial resources, as well as through aid programmes.

Evropean Member States can also clearly aasiat in the Action Programme by providing facilities
for quality aszsurance of essential drugs, and the BEegional Gffice might play en active role in drug
azgessment (gee 4,6). The Regional Office could also provide continuing adviece for the Global
Action Programme and stimulate European Member States te provide velevant treining faecilities for
fellows from developing countries who are engaged in pharmaceuticsl supply and drug centrol.

4.6 Bole of WHO in international drug reEistration

The economic constraints referred to in this paper stimulate rethinking and call for new
collaborative approaches in drug regulatory agencies to avoid overlapping and thereby reduce
resgurce wastage. WHO could well develop an international scheme for the evaluation of drugs in
order to famcilitate the more rapid transfer of knowledge about new drugs intreduced on the market
in different countries. The development of an international scheme in this regard should also be
seen in the context of WHQ's goal of achievimg health for all by the year 2000, because it is quite
obvious that developing countries have very limited possibilities for establishing adequate
regulatory mechenisms for drug evaluation. They will therefore be very dependent om decisions made
by other countriés with more advanced drug regulatory agencies. However, such agencies in
developed countries have serious difficulties, as mentioned above, because of growing workleoads and
reduced budgets for drug regulation.

A certification scheme for the scientific approval of drugs by WHO might be considered., Such
& scheme should not create any obligations for Member States or for any other party, and therefore
it should be poassible to aveid s number of the problems which usually arise when attempts are made
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te harmonize national drug legislation or Lo establish supranational zystems. It would seem
natural that the Buropean Region, with its well-developed national drug regulatery agencies and
drug industry, should take the lead in such s development, However, this would have to be dome in
very close cooperation with WHO headquarters, and the practical possibilities of such & development

would have to be very carefully studied,
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Annex

PUBLICATIONS AND DOCUMENTS OF THE WHO REGIONAL OFFICE FOR EUROPE
IN THE PRUGS FIELD, 1979-1981

Studies in drug utilization, European Series, No. 8§, 1979 (English)

National drug policies, Publiec Health in Europe, No. 12, 1979 (English)

Cujdelines for the clinical evaluation of antihypertensive drugs in man, ICP/PHE Q03/6 Rev 3
(English)

Clinics]l pharmacolegical evaluation in drug control; Report on the Seventh Sympodium, EURC
Reports and Studies Neo, 13, 1979 (English/French)

Report on the apnual! meeting of the WHO Drug Utilization Research Group, Prague, 22-25 August 1970
(0477673) (English)

Summary report on the Eighth Eurcpean Symposium on Clinical Pharmacological Evaluation in Drug
Control, Cologne, 20-2Z November 1979, ICP/PHB 006 (English, French, German, Ruasianj

Report of the Plannimg Group on Evaluation of Drugs and other Therapeutiec and Diagneatic
Substances, Copenhagen, 3-5 June 1880 (ICP/RPD 006(3)) (English)

Beport of a meeting of the Frogramme Committee of the WHO Drug Utilization Research Group,
Copenhagen, 12 August 1980,
ICP/DPM 002 (English)

Summary Report on the Ninth European Symposium om Clinical Pharmacological Evaluation in Drug
Control, Schlangenbad, 16-21 November 1980, ICP/PHE 008 (English)

Directory of officisl drug regulatory agencies im the European Region, FURQ Reports and Btudies {in
preas) (E/F/G/R)




