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1. Introduction

More than sbety formal resolutions have been
adopted by the World Health Assembly which
call for the establishment of international norms
for pharmacentical and biological products and
for the exchange of information through WHO
ot the quality, safety and efficacy of drugs
among regulatory authorities.

Over the past decade, however, the remit of the
Organization has been considerably extended
as a result of a series of resolutions of the
World Health Assembly establishing a correla-
tion between the pharmaceutical supply sys-
tern and the basic health needs of populations.
This has resulted in the elaboration of the
essential drugs concept as a basis for planning
drug procurement in developing countries and,
more recently, in the emphasis placed on the
rational use of drugs as an inspiration for all
governments seeking to optimize the use of
available resources.

All countries also need to hava aceess to reli-
able independent sowrces of technical informa-
tion and to be able to abtain independent as-
surances regarding the quality, safety and effi-
cacy of the products they import.

*In thi=s document the term "drug” includes:

The governing bodies of WHO and its Member
States have long recognized the importance of
tradifional medicine as a valuable health re-
source. They realize that if there is to be sig-
nificant improvement in the health of the un-
derzerved populations of the world, there will
have to be full utilization of available resources
— both human and matedal. This is funda-
mental to the primarty health care approach. in
traditional medicine, WHO alms at exploiting
thuse aspects of it that provide safe and effec-
tive remedies for use in primary health care.

Finally, the interpational drug control treaties
have assigned to WHO the Important func-
tions, approved by the Health Assembly, of de-
termining which narcotic drugs and psycho-
tropic substances should be placed under in-
temational control and of recommending to
the Secretary-General of the United Nations
appropriate scheduling under these treaties.

The Organization is also requested to promote

the appropriate use of such drugs.
It is against this general background that the
new Division, encompassing the different com-
ponents of drug management and policies, has
been established at Headguarters.

&. Bubstances and/or products used in man for prophylactic, diagnestic and therapeutic purposes of syn-
thetic, biotechnologieal or natural origin . e. pharmaceuticals, biologicals — such as vaccines, sera,
blood and its derivatives — as well as traditional medicines).

b. Psychotropic substances and narcotic drugs as defined by the relevant international treaties.

12 April 1989
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2. Drug policies

The term “pharmaceutical supply systern” ls -

used to embrace all the activities within the
industry, government and the health services
directed to securing the procurement and dis-
tribution of drugs of assured quality, safety
and effleacy to the patlents in need of them. It
bears upon:

= the development, manufacture and market-
ing of drug products:

+ the regulation and control of these operations
by competent national authorities; and

= the infrastructure through which the prod-
ucts are channelled and ultimately utllized
within the public and private sector.

Wherever effective drug supply is compromised
by lack of coordination or coherence in these
activities, improvement is contingent upon the
formulation of an Integrated national drug pol-
fcy. The determination of such a poliey is a
matter of national sovereignty. National dirag
policies ineclude:

¢ legislation and regulatory control of drugs,
including registration procedures and drug
abuse control;

= quality assurance of drugs, either locally pro-
duced or imported;

« monitoring of marketed drugs, including utili-
zation and adverse reactions surveillance:

« stipply (procurement, local production, dis-
tribution, logisties);

= education and training;

= dissemination of Information on the rational
use of drugs, and

= drug research and development.

Few countries are self-sufficient to the extent
that they can successfully implement such
policies in isolation. Their implementation re-
quires allocation of resources, an efficient mar-
agement systernand a core of technically com-
petent and experienced administrators within
the government ambit.

The formulation of national drug policies linked
to health needs is particularly lmportant for
developing countries in order to improve the
availability of essential drugs and to ensure
the rational use of drugs.

THE EsseNnTiAL Druas CONCEPT

In order to make available to health services
high-quality drugs at reduced prices, authorl-
ties In a few developing countries began in the
early 1970s to draw up restricted lists of drugs
essential to meet major health needs. The drugs
were listed under generic names and manufac-
turers wers invited to bid competitively to sup-
ply drugs of the required quality. Where large
segments of the population could not afford
pharmaceutical producets at market prices, a
need was perceived fo complement the commer-
cial market by distributing essential drugs at
low prices within the public sector. The lower
prices were to be achieved not by compromis-
ing quality but by reducing manufacturing
costs through assurance of longer production
runs and defintte payment schedules, and by
excluding marketing and distribution expenses.
Since manufacturers of generic preducts do
not normally provide prescribing information,
health authorities would need to disseminate
such information to health professions. It was
also understood that the range of avallable
drugs would be extended progressively as so-
cipeconomic development led to more advanced
health services.

This original concept of essential drugs was
later developed further by the Health Assembly
which, following a report on the importance of
this approach in meeting the heaith needs of
underserved populations, adopted a series of
consequential resolutions requesting the
Director-General, inter alia, to develop means
by which the Organization can be of greater
direct assistance to Member States in:

« the formulation of national drug policies;

* advising on the selection and procurement,
at reasonable cost, of essential dimgs of es-
tablished quality corresponding to national
health needs, and

« the education and training of sclentific and
technical manpower for research, production,
evaluation, control and management of pro-
phylactic and therapeutic substances.

Major new initiatives followed these resolu-
tionis of the Assembly, in particular:

« The publication of the Model List of Essential
Drugs, which has been updated biennially.
Throughout the list has been intended “as a
contribution to solving the problems of those
Member States whose health needs far ex-
ceed thelr resources and which may find it
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diffieult to initlate such an endeavour on
thetr own". It was emphasized that *a list of
essential drugs does not imply that no other
drags are usefi], but gimply that in a given
situation these drugs are the most needed for
the health care of the majority of the popula-
tion and, therefore, should be avajlable at all
tirmes in adequate amounts in the proper
dosage forms".

The List served as a stimmulus to all countries
to consider the avallable options for estab-
lishing cost-effective drug policies in the public
sector. It has also highlighted the most seri-
ous lacunae among the drugs available to
treat the major transmissible diseases en-
demic in developing countries and, in some
measure, it has itself stimulated research
and development of dritgs for tropical dis-
€ages.

+ The establishment of the Action Programme
on Essential Drugs in 1981 as an operational
programme concerned with support to Mem-
ber States to ensure the regular supply of es-
sential dmigs with particular emphasis on
primary health care {see section 7);

= A new emphasis on WHO's catalytic role in
developing training opportunities for the dif-
ferent categories of personnel involved in all
aspects of the provision of pharmaceutical
services and thelr regulation.

THE RaTioNAL Usk oF DrUGS

The manifest impact and potential of the es-
sential drugs concept led to a call by the Health
Assembly for the Organization to adopt a lead-
ership role in promoting the rational use of
drugs. The issues, as they relate bath to flow of
information and the role of marketing prac-
tices, were discussed in detail at a conference
of experts, drawn from all interested parties,
convened in Nairobi in 1985, and they have
subsequently been incorporated in WHO's
Revised Drug Strategy (WHAS9.27).

This Strategy embodies all pre-exdsting activi-

tes and Includes additional responsibilities,

notably:

= preparing guidelines for national drug pali-
cles;

= preparing guiding principles for small national
drug regulatory authorities:

* compiling model prescribing information to
complernent the WHO Model List of Essential
Drugs:

s updating ethical criteria for medicinal drug
promation;

« examnining the role of the pharmacist and
clinlcal pharmacaologist in prometing rational
drug use;

» undertaking health aystems research on so-
cioeconomic aspects of drug use;

+ strengthening market intelligence, including
informnation ont prices of drugs and starting
materials, and

s preparing a report on the world drug situ-
ation.

Accordingly, “Guidelines for Developing National
Drug Policies” and a report on the “World Drug
Situation” have been published recently.

Updated “Ethical Criteria [or Medicinal Drug
Promotion” were adopted by the Forty-first
World Health Assembly in resolution
WHaA41,17.

TRADITIONAL MEDICINE

In most developing countries, where coverage
by health services is limited, it is to the tradi-
tional practitioner or to folk medicine that the
majority of the population turn in sickness
and treatment, in large part, is based on the
use of medicinal plants.

The attention paid by health authorities and
administrations to the use of rmedicinal plants
has increased considerably, although for dif-
ferent reasons in different settings. In develop-
ing countries, this has largely resuited from a
decision to take traditional forms of medicine
more sericusly and to explore the possthility of
utilizing them in primary health care. in other
countries, health autherities have been com-
pelled to react to the great surge of public
interest in the nse of herhs and plants.

Medicinal plants have received extensive cov-
erage in the press and lay publications, much
of it uneritical and unverified and some even
dangerous. Ensuring safety in the use of me-
dicinal plants and remedies derjved from them
has obliged health authorities not only to come
up with measures for control but also with
programmes of public information and profes-
sional education,

A basic approach, therefore, has been to bring
together modern scientific medicine and proven
usefud traditional practices at the primary health,
care leval. The first step here is the formulation
of relevant national policies and decisions on
this question and, under ¢ertain clreumstances,
the elaboration of a legal framework of the
practice of traditional medicine.
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3. Drug legislation, regulation and registration

EvoLuTioN OoF REGULATORY
REQUIREMENTS

Throughout the 1960s, when many countries
were still Instituting statutory systems of drug
- regulation, WHO provided an international fo-
rum for the discusston and elaboration of norms
for the technical assessment of drug safety.
Many basic recommendations on the pharma-
ceutieal, toxicological and clinical aspects of
drug evaluation were issued in the WHO Tech-
nical Report Series at that time.

WHO maintains a watching brief on the situ-
ation, as it relates both to pharmaceutical prod-
ucts, through its contacts with regulatery au-
thorities and manufacturers, and through ex-
changes of view among members of its Expert
Advisory Panels. Overall, however, the Organt-
Zation is now less involved than formerly in the
provision of didactic technical guidance for drug
regulators. The broad scientific prineiples of
drug assessment have long been established
insofar as contemporary knowledge allows. The
divergences now apparent in national policies
and practices are without significant public
health lmplications and they are unlikely to
yleld to further attempts to forge an interna-
tonal consensus., It is, nonetheless, necessary
to remain alert to new developments that may
impinge upon existing practices. The recent
rapid evolution of biotechnology is a case in
peint, since fundarentally new approaches to
‘the production of bictechnologically-derived
substances eatablish a need for new approaches
to their control.

The biennial International Conferences of Drug
Regulatory Authorities ([CDRA}, held under the
aegla of WHO, are Intended to provide a forum
for the discussion with a view to:

= promoting ¢ollaboration between national drug
regulatory authorities;

= [acilitating timely and adequate exchange of
technical information;

= forging a consensus on matters of mutual
tnterest; and

= discussing contemporaneous issues of inter-
national relevance in drug control.

Emphasiz has now been directed, within the
context of WHO's Revised Drug Strategy, to the
needs of small nattonal drug regulatory authort-
Hies who share with their larger counterparts a

basic responsibility to ensure that all products
subject to their control comply with acceptable
standards of quality, efficacy and safety. They
differ insofar that a amall autherity has strictly
limited capacity to engage in independent tech-
nical assessments of drug products. They are
congequently largely dependent upon the pro-
vision of authoritative information generated
abroad to furnish the required assurances in
relation to imported pharmacentical products
and drug substances. This Is avatlable, 1 a
bilateral context, through the WHO Certifica-
tlon Scheme and in a rudtilateral context
through WHO's network of Information Offi-
cers,

Work i1s already in hand to develop guiding
principles for small authorities that will pro-
vide the basis for a simplified product licenstng
system attuned to the Certification Scheme. If
it is to be effective, however, this guidance will
need to be supported by practical initiatives
directed to providing the techntcal training and
the data storage and retrieval facilities indis-
pensable to an effective control operation. A
document has been published in 1981 by the
Organization on the “Basic Elements of Drug
Legislation”.

Technical support is being provided to devel-
oping countries in drafting drug Jegislation and
in implementing regulatory control of essential
drugs.

EXCHANGE OF INFORMATION ON
REGULATORY DECISIONS

The exchange of regulatory information has
become In recent years a very important activ-
ity. It confronts the Secretarlat not only with
an intensive operational responsibility but also
with the technical challenge of placing national
decisions into global perspective. Its impor-
tance is reflected in a series of some twenty
resolutions from the governing bodies, one of
which (WHAZ28.66) requests the Director-Gen-
eral, inter alio, to disseminate to Member states
evaluated information on drugs. Direct rela-
tionships with all national regulatory authori-
ties have been established through the crea-
tion. In 1980, of a network of formally-desig-
nated “Information Officers™ and through the
Institution of the International Conferences of
Drug Regulatory Authorities. A monthly news-
letter is produced by WHO and circulated to
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competent national authoerities in all Member
States. A quarterly subscription journal, “WHO
Drug Information”, publishes summaries of the
most important regulatory declsions.

The national “Information Offtcers™, who were
intttally nominated at the invitation of the Di-
rector-General, are charged with providing in-
formation to WHO on the safety and efficacy of
pharmaceutical preparations and with secur-
Ing prompt transmission to national health
authorities of new information on serious ad-
verse effects. To date. 132 governments col-
laborate in this exchange of information.

INTERNATIONAL NONPROPRIETARY
NaMES (INN)

The selection of internationally-recognized
nonproprietary names for pharmaceutical sub-
stances has become one of the most highly
visible of WHO activites in the drug field. These
names. sometimes called “generic” or “com-
mon” names, are vital in facilitating communi-
cation in medicine, as well as for providing a
basis for the licensing, labeling and advertising
of rmedicinal products all aver the world.

Since it was first established in 1950 (WHA
3.11), the WHO programme on the selection of
international nenproprietary names has pub-
lished the names of roughly 5000 new prod-
ucts. Its role is to coordinate and harmoenize
the activities of existing national drug nomen-
clature commissions, which have come to ac-
cept a cormmon set of conventions for devising
generic names. Officlally-assigned generic
names now rarely differ from the INN, and
some countries have disestablished thelir na-
tional commissions and automatically aceept
all recommended INNs.

The procedure for selecting INNs allows manu-
facturers to contest those names that are ei-
ther tdentieal or similar to their licensed trade-
marks. In contrast, trademark applications are
disallowed, in acecordance with present proce-
dure, only when they are identical to an INN. A
case for increased protection of INNs is now
apparent as a result of competitive promotion
of products no longer protected by patents.
Rather than marketing these products under
the generic name, many companies apply for a
trademark derived from an INN, This practice
endangers the principle that INNs are public
property: it can frustrate the rational selection
of further INNs for related substances, and it
will ultimately compromise the safety of pa-
Hents by promoting confusion in drug nomen-
clature,

Agreement s consequently needed both with
manufacturers to discourage them from apply-
ing for trademarks that are derived frem INNs
and with natlenal drug regulatory authorities
to obtain their support In discouraging the use
of such trademarks.

BioLoGIcALs

WHO drafts Intemational Requirements for
Biologicals which, on adoption by the Expert
Committee on Blological Standardization, may
form the basis of national legislation if a health
administration so destres. So far they have
been adopted by more than 120 Member States.

With the assistance of the four Intemational
Laboratories for Biological Standards, WHO
through the Expert Committee, establishes In-
ternational Reference Materials to provide a
means of assuring uniformity throughout the
world in the designation of the potency, activ-
Ity, or specificity of preparations that are used
In the prophylaxis, therapy or diagnosis of
human and some animal disease. The World
Health Assernbly recommended that Member
States give official recognition to these materi-
als. It s a measure of their value that some
11,000 ampoules were distributed in 1987 to
some 80 countries,

TRADITIONAL MEDICINE

That many traditional remedies are of thera-
peutic value is no longer open to doubt. How-
ever, their use as manufactured products
should be governed by the same standards of
safety and efficacy as are required for modern
pharmacentical products. Proof of safety should
take precedence over establishing efficacy, and
accuracy in labelling the constituents of me-
dicinal plant remedies is critical for safety evalu-
ation and drug control.

Where safe and simple medicinal plant reme-
dies have been employed traditicnally for a
long time in the treatment of minor self-lirnit-
Ing conditions. establishing efficacy may not
be so impoertant, provided their composition is
knowmn.

However, where a medicinal plant remedy, tra-
ditional or otherwise, is to be marketed for the
treatment of more serious conditions, the
manufacturer should demonstrate both safety
and efficacy before the product is licensed, A
pre-tnarket review is indispensable if the dan-
gers of exaggerated claims and ineffective or
unduly toxic medicaments are to be avolded.
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4, Quality assurance
PHARMACEUTICALS BiovroGicars

The Intermnational Pharmacopoein was estab-
lished at a time when drig quality and safety
were assured prineipally through the opera-
tion of pharmacopoeial standards and before
the introduction of statutory product licensing
procedures. With the development of natlonal
regulatory systems. the original aspiration that
the Organization should seek to unify the vari-
cus national pharmacopoeias has proved un-
tenable, but the case for maintaining published
compendia of pharmaceutical specifications by
WHO has prevailed. Indeed, in recent years it
has become more compelling as a result of
increased trade in generic products and the
circulation of products In export markets that
are not registered in the country of origin.

These developments have led to a reappraisal
af the role of the International Pharmacopoeta
and priority has been accorded to developing
monographs for substances contained within
the WHO Mode! List of Essential Druags.

Work has started on the compilation of mono-
graphs for final dosage forms and, as far as is
practicable, reliance is being vested in classi-
cal methods of analysis that can be performed
in a small, modestly-equipped laboratory which
is recommended as a cost-effective investment
in any country where no provision for quality
control as yet exists (TRS 704},

Dependence upon costly chemnical reference sub-
stances which are vital for purposes of com-
partson in many pharmacopoeial tests and
which are offered free of charge to povern-
ments by a WHO Collaberating Centre located
within the Swedlsh Cooperative of Pharmacies,
I3 being reduced by the introduction of inter-
national standard infra-red spectra.

Simplified lor basic} tests for drug substances
have also been developed to complement, but
not to replace, pharmacopoeial standards, These
provide a simple and readily applicable method
for verifying the identity of a drug substance,
using a limited range of widely available rea-
gents. In some instances they also indicate
whether gross degradation has occurred. Work
is now in hand to develop analogous tests for
the same substances in widely-avajiable doa-
age [orma.

The Action Programme on Essentlal Drugs is
providing technical support at the country level
for the purpose of improving quality assurance
of locally manufactured or imported drugs.

The various documents describing International
Requirernents _for Biological Substances contain
descriptions of procedures which taken together
with the International Reference Materials pro-
vide the basis for the quality assurance of these
products and are guidance for the manufac-
turer and the national authority of that manu-
facturer.

Monographs will be prepared for inclusion in
the International Pharmacopoela to provide,
for the national authorities of importing coun-
tries, the standards with which the product
must comply at any time within its period of
use. These are not intended to be interpreted
as manufacturers release specifications.

In addition to this largely advisory role WHO
has spectfic objectives for certain vaceines. The
Health Assembly agreed that WHO should
jointly with UNICEF caury out all the technical
functions necessary to assist governments in
carrying out BCG vacecination programmes. At
present on behalf of WHO the Statens Seru-
minstitut, Copenhagen, applies batch release
procedures to all batches of vaccine intended
for supply to the Expanded Programme on [m-
munization.

International certificates of vaceination against
yellow fever are valid only If the vaccine manu-
facturer has been inspected and the facflity its
production methods and seed virus have been
approved by WHO.

A special situation exists for oral polio vaccine
{OPV) where WHO assumed the full responst-
bility for evaluating and approving a manufac-
turing facility and batches of the vaccine, in
the manner of the exercise of control by a
national control authority. Any laboratory wish-
Ing to prepare vaccine from the Sabin strains
of polloviruses must be specifically approved
by the Director-General on the advice of a spe-
cial scientific committee.

The Organization is currently investigating the
proficiency of laboratories world wide to deter-
mine the potency of oral polio vaccine and
measles vaceines. The results of these studies
will be used to define test procedures, dosage
and the most suitable mechanism to assure
conformity of procedures internationally.

WHO, through Inspection of manufacturing
facllities and random checks on vaccine lots,
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acts in an advisory role to UN Agencies on
sources of vaccines meeting the WHO Require-
ments. Although it is not able to provide a
similar service to Member States, it does ar-
range contacts with regulatory authorities or
WHO Collaborating I aboratories which may be
able to provide advice and help.

The WHO guidelines for the national control of
vaccines and sera make it clear that the na-
tional autharities are responsible for the suita-
Lility of the blological substances used in the
commurnity and that national quality control
facilities should be established before any
manufacture of biologicals s contemplated. This
important obligation of the national authori-
ties is not always well recognized when schemes
for the production of biclogicals are initiated.

The success of the procedure for evaluating
the aceceptability in principle of vaceine pro-
posed to UN Agencies for use in the Expanded
Programme on Immunization has demonstrated
a need for a wider scheme to include other
products. It is apparent that Member States,
appreciating the special nature of biologicals.
are not necessarily prepared to accept the as-
surance of the national authority in the coun-
try of origin that products offered for sale con-
form: to the international requirements. The
necessary assurance could be provided by the
drafting of guidelines for the procedures to be
followed by a national authority licensing the
product of a local manufacturer and a state-
ment from a national authority that it fully
complies with these guidelines. it is clear that
this Is an important and difficult area since
current activities to evaluate vaceines for the
Expanded Programme on hmmunization have
shown serious deficiencies in the expertise of
some national authorities in complying with
the guidelines and in the performance of the
tests described in them.

In order to diminish the vadation in assess-
ments of the potency of a product by different
countries a programme is under way to evalu-
ate competence of national laboratories by in-
viting them to participate in proficlency stud-
les. The immediate result will be to identify
competent national laboratories able to assist
neighbouring states by exchange of expertise
and prepared to undertake the testing of prod-
ucts whose potency is in doubt. The long term
aim s to promote regional self-sufficiency in
matters relating to the potency of vaccines.

Not all the biologicals in the WHO Model List of
Essential Drugs are the subject of interna-
tional requirements. In order to provide addi-
tlonal assistance to the less developed coun-
tries monographs will be prepared for these bi-

ologicals, It 1s recognized that the tests neces-
sary to confirm conformity with the monogmaph
may not be available in these countries but the
existence of the monograph will inform na-
tlonat authorities and strengthen licensing pro-
cedures.

Goob MANUFACTURING PRACTICES
AND THE QUALITY OF PHARMACEUTICAL
PRODUCTS MOVING IN INTERNATIONAL
COMMERCE

The Certification Scheme on the Quality of Phar-
riacevtical Produtcts Moving in International Com-
rnerce and the associated recommendations for
Good Practices in the Manufacture and Quality
Control of Drugs have heen made available since
1975. The Scheme extends and unifies various
arrangements operated by the health authori-
ties of some drug-exporting Member States
which issue “free-sale” certificates on request
to foreign importers in order to convey certain
assurances about the quality of pharmaeeuti-
cal products manufactured under their juris-
diction. It also confers an obligation on the
authority in the exporting Member State to
provide details of its inspection and control
procedures and to institute relevant enquiries
should a certified product be found to be of
unacceptable quality.

Recently the Scheme has been extended in its
scope to embrace pharmaceutical substances
as well as finished dosage forms. to cover vet-
erinary as well as human medicinal products,
and to provide for exchange of the product
information approved In the ¢ountry of origin
(resolution WHA4 1.18).

In technical terms, the importance of the
Scheme stems from a realization that the qual-
ity of a pharmnaceutical produet cannot be ade-
quately controlled solely by the analysis of
samples of the finished dosage form. Rigorous
standards of manufacture need to be main-
tained If consistent purity, stability and bi-
oavailabillty are to be assured. It is a basic
tenet of drug regulation that these standards
should he codifled by regulation and enforced
by inspection. They touch upon every aspect of
the manufacturing process from the design
and maintenance of the premises, including
provistons {or sanitation and hyglene, to quali-
flications of personnel and requirements laid
down for in-process quality control. A para-
mount advantage of the WHO Certificatton
Scheme, over the pre-existing national free-
sale certificates, is that the assurances regard-
ing plant inspection are tied to an interna-




DAP/EB/89.3
page 8

DRUG MANAGEMENT AND POLICIES

tionally-accepted, normative definition of Good
Manufacturing Practices.

Added emphasis to the need to improve the im-
plementationn of the Certification Scheme is
given by resolutien WHA4 1,18 which, infer alia,
requests governments, pharmareutical manu-
facturers and WHO to cooperate in detecting
and preventing the export or smuggling of
falzely-labelled, counterfeit or substandord
pharmaceutical preparations. Drug quality has
long been identified as a particularly acute
problern when products are bought in the pub-
lic sector through open tender. In these cir-
cumstances, any supplier may submit a bid in
respense to a published request. In the ab-
sence of rigorous certification of these bulk
lots of drugs as they move in commerce around
the world there is no “pedigree” to establish
their true origin.

Much of the problem stems from an inade-
quate understanding of the objectives and op-
eration of the Certification Scheme and some-
times from a lack of appreciation that it should
be applied with at least the same rigour to
generic as to branded preducts. An impartant
priority, particularly now that the Scheme has
been formally amended, i3 to prepare guide-
lines on its use, and subsequently to monitor
the impact of this advice.

The existing document will now be revised in
the light of amendments extending the scope
of the Scheme adopted by the Forty-first World
Health Assembly. This revised text will also be
Incorporated, together with detailed guidance
on the use of the Scheme and extracts from
Expert Comrmittee reports on the use of phar-
macopoefal analyses and the management of a
national quality control laboratory, in a pro-
jected publication on guiding principles for
small national drug regulatory authoerities.

As many developing countries still lack even
rudimentary quality control laboratory facilt-
ties, bilateral assistance has increased in re-
cent years (e.g., from Federal Republic of Ger-
rmany, France, Japan, Norway) providing sup-
port {or analytical control laboratories and traft-
Ing of staff.

Several countries importing {inished dosage
forms and lacking their own quality control
facilities now use regional and other quality
control laboratortes for their drug testing. Some
drugs deteriorate when exposed to high tem-
perature and humidity—antibioties, vitamins
and hermones being particularly susceptible
lo degradation. [t is of great concern that drugs
shipped to developing countrles are often ex-
posed to temnperatures considerably above rec-

ommended storage temperatures for prolonged
periods during shipment and local storage. The
result may be loss of potency and even harmiul
side effects, which may not be recognized as
such. WHO, in cellakeration with UNICEF, are
investigating the problem, WHQ and UNICEF
are jointly undertaking to review the stability
of drugs during shipment to recipient coun-
tries. The outcome of this study will not only
be of benefit to UNICEF, WHOQO and the recipi-
ent countries but will, hopefully, provide infor-
mation useful to all parties involved in the
supply of essential drugs.

THE PRODUCTION OF DRUGS BY
BIOTECHNOLOGY

Drugs especially vaceines have been produced
for decades by methods involving blotechnol-
ogv. Recently, however, powerful new tools have
been developed which pose problems for the
licensing authorities of producing and import-
ing countries. Nevertheless the problems are
not new in prineiple and can be encompassed
within the existing framewark.

Factors of special concern are those that affect
the expression of foreign genes introduced into
pro- and eukaryotic cells, the conditions re-
quired to maintain the efficient controlled ex-
pression of stable cloned DNA sequences, the
elmination of agents used in the purification
processes, as well as the limits for unwanted
gene produets, and biologically active extrane-
ous components (such as DNA, proteins and
adventitions agents, including retroviruses).
WHO has drafted requirements for hepatitis B
and interferons produced by recombinant DNA
technology but, recognizing the need for a co-
herent international policy, WHO has cormumils-
sioned a review of national and intemational
action to control and license the products of
recombinant DNA technology and is actively
monitoring developments with the intentlon of
drafting general guidelines.

BLooD anD BLoop Propucts

The setting up of an organization for the collee-
tlon and fractionation of human blood and
blood components calls for a great deal of ex-
pertise and considerable investment. Arty coun-
try contemplating the establishment of such
an organization should carry out a careful cost-
benefit analysls to determine whether the In-
vestment is Justified. The collection and distri-
bution of whole blood, the separation of whole
blood into components, and the fractionation
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of plasma batches is a logical developmental
sequence for a comprehensive organization. It
is not always possible to be specilie about the
detailz of the procedures employed, the in-
process controls, or the tests applied at each
stage of production. This is particularly the
case with whole blood and eomponent cells. Al-
though the general prineiple of fractionation of
plasma Is well established. there are in prac-
tlice numerous vartations in the details of the
production steps.

The general prevalence of certain infectious
diseases, such as various forms of hepatitis,
huwmnan immunodeficiency virus (HIV) infection,
and of parasitic diseases, differs so markedly
in different geographical regions that each na-
tHonal authority must decide for itself whether
the application of the most sensitive test on
each blood donation is cost-effective and
whether it is feasible to collect suitable source
material.

Rapid technological developments in the meas-
urement of biclogical activity of blood products
and related substances require the establish-
ment of intemational biological reference ma-
terlals. The first two International reference
materials {for antl-A and anti-B blood typing
sera) were established in 1950, and a numbey
of materials are currently under investigation
for the preparation of new standards. Further-
more, the increased demand for the use of
blood products s resulting in the extensive
movement of such products between countries,
Internationally accepted requirements are
therefore necessary in order that countries
without any regulations concerning blood prod-
ucts and related substances may refer to these
reguirements when importing such products.
WHO has recently revised the international re-
quirements, and s constantly monitoring the

situation with respect to developments related
to infection with HIV.

TRADITIONAL MEDICINE

A first step towards quality control would be to
review on a national basis the utilzation of
medicinal plants in general and of medieaments
derived from them. Such an exarnination might
reveal opportunities for making greater use of
safe and effective galenical preparations which
might stimulate local cultivation and produc-
tion and at the same time permit economies to
be made, saving scare foreign currency.

In any event, experlence In the preparation
and utjlization of galenicals Is a necessary pre-
requisite for clinical evaluation of traditional
remedies, when these have been identified as
meriting further study. Such evaluation may
present many problems, particularly with com-
pound medicines, containing several ingredi-
ents,

National inventories of medicinal plants are
essential If sound programmes for their ra-
tional use and exploitation are to be developed.
Such inventories, still to be made in many
courntiries, need to describe the geographic and
climatie distribution of medicinal plants, their
zsource (collection from the wild, cultivation in
sifu or ex situ in botanic gardens, commercial
plantations) and an indication of their relative
abundance or scarcity.

For each plant there would be an account of its
utilization {eg. follt medicinte, traditional heal-
ers, pharmaceutical or food industries) and its
place in commerce {eg. local use, internal trade,
export). There would alsa be a description of its
constituents, pharmacological properties, and
therapeutic indications.

5. Drug safety and efficacy

DRUG ASSESSMENT AND EXCHANGE OF
INFORMATION ON LICENSED PRODUCTS

The pre-eminently pharmacopeeial approach
to drug control was decisively changed by the
thalidomide tragedy in the early 1960s. At a
ttme when pharmaceutical innovation had gath-
ered unprecedented momentum, phar-
macopoeial quality standards and national
poisons schedules were revealed as inadequate
mechanisms for assuring drug safety and con-
troiling trade in medicinal products. Hence-
forth, it became mandatory to accord more
consideration to the biologieal activity of the

drug substance as a eriterion of safety. Virtu-
ally at a stroke, governments found themselves
obliged to engage directly in assessing the gtial-
ity, efficacy and safety of products, in authoriz-
ing their marketing, in controlling their sale, in
regulating their promotton and distribution, in
monitoring their performance under routine
conditions of use and, in a few Instances, in
setting up compensation schemes for drug-
induced injury. In order to provide = regulatory
framework for such control many governments
simultaneously and independently created sys-
tems for formal licensing of individual prod-
ucts. Many of the products at issue, however,
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were widely available in international commerce
and it was inevitable that new responsibilities
would develve upon WHO including the follow

ing: ‘

= establish minlimum basic requirements and
recorimend standard methods for the clini-
cal and pharmacological evaluation of
pharmacentical preparations:

* secure regular ekchange of informattent on
the safety and efficacy of pharmaceutical
preparations; and

+ sectire prompt transmission to national health
authorities of new information on serious side
effects of pharmaceutical preparations.

COLLABORATION WITH THE UNITED
NATIONS ON DRUG SAFETY

The mandate for the annual production of the
UN Consolidated List of Products whose Con-
surnption and/or Sale have been banned with-
draum, severely restricted or not approved by
governmerts is provided by UN Assembly Reso-
lutions (37/137 and 39/229). Thesze ciie con-
cern regarding damage to health and the envi-
ronment resulting from the export of products
banned and/or permanently withdrawn in the
country of origin, They emphasize the lack in
many developing countries of the necessary in-
formation and expertise to keep up with devel-
opments In this fleld,

A memorandum of collaboration for the pro-
duction of the list has been agreed upon which
outlines the division of responsibilities between
the organizations concerned and which charges
WHO with responsibility for collecting, screen-
Ing and processing information relating to regu-
latory measures taken by governments on phar-
maccutical products.

INTERNATIONAL DRUG MONITORING

During the early development of national drug
monitoring programmes it was considered that
WHO might assume an important coordinating
role, not only In the exchange of drug regula-
{ory decislons but alse in the collation of re-
ports of suspecled adverse reactions. It was
assumed that. by pooling data internationally,
more secure early warning could be provided
of unanticipated drug-related adverse effects,
This aim has been partly compromised by the
Inevitable time-lags within the system and
becanse of problems inherent in the interpre-
tation of the data. However, collation of the
data submitted by the 27 national centres par-

ticipating in the WHO International Monitoring
Prograrmme provides a useful working tool for
the countries directly involved.

Since 1978, the operational activities of the
Programme have been transferred within the
Department of Drugs in Uppsala, Sweden,
which has been sustained on funds allocated
by the Ministry of Health. New mechanisms for
more rapid selective transfer of relevant infor-
matien are now being subjected to pilot test-
ing. Some governments have imposed explicit
statutory requirements on multinational drug
companies to report adverse reactions to their
products. In a broader context, WHO 1s main-
taining a watching brief on developments in
epidemiologically-based approachez to mon-
itoring. Two needs are now apparent:

= to develop a more formal collaborative rela-
ttonships with national centres that are de-
veloping epldemiological approaches to drug
swrveillance both with a view to advaneing
methodology and to tratning regulatory per-
sonnel in these approaches, and

¢ to provide a forum for epidemiologists work-
ing in regulatery authorities, in pharmacen-
tical companies and In universities to review
the feasibility and rellability of alternative
methods, to examine the prospects for in-
creased {ntermational collaboration in the in-
vestigation of commen problems, and to ad-
vise on the determination of research priori-
tles and cost-effective deployment of re-
sources.

BIOLOGICALS

WHO needs to be better informed concerning
clinical experience with biologleal products.
National procedures for the reporting of ad-
verse reactions do not necessarlly include the
available information on reactions to vaccines
from different sources. This inforration s im-
portant, not only to the national authorities,
but also to WHO since if an unsatisfactory
vaceine complies with the International require-
ments these should be revised to exclude that
product,

A consequence of the initlative for the Global
Eradication of Pollomyelitls is a strengthening
and an increased awareness of the Expanded
Programme on Inununization with tmproved
flow of information through the Regional Of-
flces,

A data bank Is belng established to collate re-
ports of adverse reactions to vaccines from
different sources and to monitor their overall
safety and efficacy.
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TRADITIONAL MEDICINE

It Is often claimmed, and is widely beHeved, that
remedies of natural origin are harmless and
carry no risk to the consumer, Nothing could
be further from the truth, particularly where
there ts a risk of toxic plants being used by
mistake or where “herbal preparations™ are
marketed with the addition of undeclared po-
tent synthetic substances. In all countries, there
is still a need to make readily available up-to-
date and authoritative data on the beneficlal
properties and possible harmful effects of tra-
ditional remedies.

The problem is by 1o means simple, especially
since most developing countres have not just
a few but an abundance of medicinal plants
that are used in their traditional forms of medi-
cine. The planning of pharmacological and clini-
cal studies to assess their safety and therapeu-
tle efficacy. the decision to cultivate them com-
mercially, and the development of policies for

their conservation all require some form of
priority ranking or assesament of their relative
values and importance.

Salety should be the overriding criterion in the
selection of herbal medicines for human use,
especially in the health service system.

Different procedures for screening, chemical
analyses, clinical trials and regulatory meas-
ures should be applied to the various groups of
products, namely:

= total plants or parts thereof;
s criyde extracts; or
+ pure phytochemicals,

Whereas a less stringent procedure could be
applied to the first two groups of praducts, the
same procedure applicable for synthetic drugs
should be applied to the last group. In addition
to the need for descriptive mnoncgraphs on plant
material, there is also cccaslonally the need for
reference natural stihstances,

6. Narcotic drugs and
psychotropic substances

Psychotroplc and nareotic drugs under inter-
national control form about 109% of the total
number of drugs on the market and some are
used world wide.

They are used in medicine for the management
of neuropsychiatric disorders and some have
special indications. However, most of this class
of drugs have varying degrees of dependence
liability and abuse potential and are, therefore,
likely to be abused. Internationally, they re-
quire close collaboration within the varicus
offices under the Secretary-General of the
United Nations, {e.g. INCB, UN Division of Nar-
cotic Drugs) and WHO. They require also par-
ticular attentton within the overall drug poll-
cles at national level.

One of the mechanisms used today to promote
the rational use of psychoactive drugs is
through establishing the benefit/risk ratio of a
substance. Another very important element is
through its proper use. This involves the manu-
facturers, distributors, officials in health serv-
ices and members of the health care profes-
sions. The Executive Board, in resolution
EB69.R9, has specilically requested the Direc-
tor-General to promote activities in this direc-
tion.

WHO’s RESPONSIBILITIES UNDER THE
INTERNATIONAL DRUG CONTROL
TREATIES

The following are the different components of
these responsibilities:

» WHO inherited from the League of Natlons a
responsibility to recommend to the Secre-
tary-General of the United Nations narcotic
drugs which require intemational control and
its level of control. The 1961 Single Conven-
tien on Narcotic Drugs (and its amending
protocol of 1972) continued to lay that re-
sponsibility on WHO. In August 1976 the
1971 Convention on Psychotropic Substances
came into force, which also requires WHO ta
recommend control of psychotropic sub-
stances. These recommendations apply pri-
marily to single substances but also to com-
bination preducts which contair: those sub-
stances. The Organization has alsoe recom-
mended control of some so called “designer
drugs" — le. analogues of controlled sub-
stances, having no thermpeutic use. The abuge
of such substances has recently produced
slgnificant public health and social problems
In some parts of the world.
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* The basis for recotunendations for the con-
trol of a substance by the Director-General is
through evaluation of risk benefit ratio of a
subatance by an Expert Comumnittee on Drug
Dependence, or under certain circumstances
by an informal group.

= The Expert Committee uses criteria for evalu-
ation covering both benefit and risk issue in-
volved. These criterla have been developed by
WHOQ through Expert Committees or other
groups. They include evaluation of psy-
chopharmacological effects, dependence Ha-
bility, therapeutic usefulness, public health
and social problems. Efforts have been made
to facilitate understanding of the effects of
these drugs by the medical profession, e.g.,
through the publication of “Guidelines for
the Clinieal Evaluation of Psychotropic Drugs
in Neuropsychiatric Disorders.”

» Since the coming into force of the 1971 Con-
vention, WHO has developed a set of guide-
lines for review of dependence-producing psy-
choactive substances for international con-
trol. ‘The guidelines were commended by the
UN Commission on Narcotic Drugs.

= All information collected by WHO including
that from the United Nations Division of Nar-
cotlc Drugs, Interpol, pharmacentical indus-
try (IFPMA), and directly from countries is
presented in a Critical Review document. A
programme planning working group meets
yearly to examine the Critieal Review docu-
ment for ts completeness and males recom-
mendations for review of substances in fu-
ture and on the programme as a whole. The
WHO Expert Comunittee on Drug Depend-
ence examines the Critical Review doctiment
and makes recommendations to the Direc-
tor-General who forwards them to the Secre-
tayy-General of the United Nations, The UN
Commission on Narcotic Drugs then decides
on the WHO recornmendations. WHO has
evaluated about 160 substances in the last
12 years (the total number. including those
re-evaluated, approaches 200). All recornmen-
dations for the control of these substances
have been accepted by the UN Commission
on Narcotic Drugs,

* Exemptions for combination products are
provided for under the 1971 Convention which
requires WHO, the UN Commission on Nar-
cotic Drugs and eountries to give an opinion.
WHO was requested to develop guidelines for
granting such exemptions These guidelines
were prepared and about 1000 preparations
have so far been evaluated.

(GUIDELINES FOR IMPLEMENTATION OF
THE TREATIES

it has also been recognized that countries re-
quire support from WHO and other UN agen-
tles in thelr efforts to ratify a treaty and to
obtain the masxdroum benefit from it, WHO has
responded to resolution WHA 33.27 (1980)
which had requested the Director-General:

“to promote the initiation and strengthening
of national and international programmes for
the assessment, scheduling, control and ap-
propriate use of narcotlc drugs and psy-
chotropic substances, including those of plant
origin and to support such programmes by
the development of appropriate guldelines in
consuitation with the Unifed Nations Divi-
sion of Narcotic Drugs, INCB and other UN
bodtes concerned.”

Accordingly, guidelines have been prepared in
an effort to support WHO Member States In
promoting the rafional use of psychoactive
dritgs and in directing their administration to
areas where action may be required.

LIST OF ESSENTIAL PSYCHOACTIVE
DRUGS

An updated list of “essential medicines in the
management of neuropaychiatric disorders” has
Just been produced. In 1986 at Jilin, People's
Republic of China, a WHO group reviewed the
rational use of anxdolytics and hypnotics in
medical practice. WHQ has also published a
book “Rattonal Use of Psychatrople Drugs with
Special Emphasis on Tranquillizers in Non-
Psychiatric Settings™ (1987).

TRADITIONAL MEDICINE

There are a large number of natural products
which are used in traditional mediecine for their
psychotropic and other properties. WHO has a
statutory responsibility to investigate and evalu-
ate material of natural origin to enable the UN
Commmission on Narcotic Drugs to decide
whether to restrict the avallability of those which
produce dependence or are likely to be abused.
Papaverum bracteatum (white poppy). Catha
edulis (Khat), are examples of such planta. A
comprehensive review of existing knowledge
regarding the psychopharmacological charac-
teristic of natural substances Including their
liability to produce dependence was recom-
mended by the Health Assembly in the above-
mentioned resolution WHA 33.27.
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7. Essential drugs

The Thirty-first World Health Assembly adopted
in 1978 resolutionn WHA31.32, entitled “Action
Programme on Essential Drugs™, urging Mem-
ber States to establish essential drug lists and
adequate pharmaceutical supply systems, en-
act legislation, and collaborate with WHO and
aid agencies in doing so. The Director-General
was, inn tuirn, requested to study ways of pro-
viding, upon request, support to Member States
and to develop further dialogue with pharma-
centieal industries to ensure their collabora-
ton in meeting the health needs of under-
served segments of the world's population. In
1979 resclution WHA32.41 called for the es-
tablishment of a special programme on essen-
tial drugs, including its administrative struc-
ture and to make provision for its initlal fi-
nancing, if necessary. The Action Programme
on Essential Drugs was established in Febru-
ary 1981.

Some 100 countries have already adopted es-
sential drugs lists and more than 40 develop-
Ing countries are making great efforts to imple-
ment their programmes based on the WHO
concept of essential drugs. The priorities and
approaches may differ from country to country
in accordance with each country's socio-aco-
nomic situation, but the conceptual basis s
the same. WHO provides a unique and com-
mon platform for a harmonized and collective
search for suitable and feasible solutions to
the problem of unavailability of the most es-
sential drugs to the rmajority of the world's
population.

The Alma-Ata Conference on Primary Health
Care recognized that the supply of essential
drugs is one of the eight components of pri-
mary health care. The Conference also recom-
mended to governments that they give high
priority to the utilization of traditional medl-
cine in the incorporation of proven traditional
remedies Into national drug policles and regu-
lations. I} the ten years since Alma-Ata, dect-
slon makers in the health sector of many coun-
tries have taken the first steps, among them
the identification of locaily available plants or
planis extracts that could usefully be added to
natienal ists of drugs for use in primary health
care and which could even replace some phar-
maceutical preparations that need to be pur-
chased and imported.

APPROACHES

Meost of the resources of the Programme are di-
rected towards technical support at country

level. Governments in Indusmrialized countries,
In many casea with WHO coordination or col-
lzboration, have also responded positively to
the WHO Revised Drug Strategy. Most major
bilaterad development agencies have adopted
ilie concept of essential drugs and support to
developing couniries has grown substantially
over the last few years. It is no longer possible
to estimate the financial resources mobilized
in support of national essential drugs pro-
gramunes but it is in excess of US$ 500 million.
WHO is often called upon to give technical
support to bilateral programumes to ensure that
the WHO principles and experience on essen-
tal drugs enter into planning and program-
ming. Drug regulatory agencies and ministries
of health In, for example. Derunzrk, Nether-
lands. ltaly, Japan, Norway, Sweden, the United
Kingdom and the United States of America are
providing technical services to developing coun-
trles in improving drug regulation, quality as-
surance, good manufacturing practices, and
training.

The work is divided into four major areas:
& country support;

* development activities and training; '

+ operational research; and

* management, monitoring, evaluation and ad-
mintstration of the programme.

The programme is implemented in accordance
with relevant resolutions of the Health Assem-
bly and its overall objectives are to support
Member States in:

*planning and implementing national drug
policies and essential drugs programumes and
projects;

= ensuring regular supply and distributlon of
essential drugs;

» promoting the rational use of drugs:

» undertaking collaborative research on the re-
sults of the essential drugs programmes.

COUNTRY SUPPORT

About 70% of the Programme's budget and
60% of its activities are focussed on support to
country programmes. The approach used is to
carTy out a situation analysis, prepared jointly
by nationals and WHO staff or consultants;
then, a national seminar is organized where all
interested parties are invited and where priori-
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ties are selected and constraints identifled. Sub-
sequently a country action plan is prepared
with the help of WHO in which cost estimates,
time schedules and deflned responsibilities are
included. Generally this documnent serves as
the project document for funding. When fund-
ing is assured, implementation starts. An es-
sential drugs management unit, headed by a
programme coordinator and support staff is
usually created, Staff from WHO Regional Of-
fices and from Headquarters identifles appro-
priate consultants for speclfic technical areas,
gives technieal and admimistrative support,
monitors progress, reports to donors and initt-
ates evaluation of the programme. In many
countries, particnlarly smaller ones, the es-
sential drugs programme is part of the coun-
try's pharmaceutical and regulatory control
services as trained manpower is scarce. In oth-
ers, the essential drugs managermnent unit is an
operational unit which coordinates procure-
ment and distribution of the drugs in the pub-
lic sector and undertakes training of health
personnel in thelr management and use.

In many countries direct technical support iz
being provided to streamiine procedures of
procurement, storage and distribution of es-
sential drigs.

DEVELOPMENT WORK AND TRAINING

The objective of the Programme is to provide
training, guiding principles, methodologies and
training materials which can be used or adapted
for developing and implermenting essential drugs
programmes including the following aspects:

Selection, estimation of quanftities and use of
essentlal drugs in eountries

Estimating drug requirements {s a major prob-
lem in developing countries. Two methodolo-
gies have been developed: the patient morbid-
ity-standard treatment method and the ad-
justed consumption method. Both methods are
based on data concerning the actital (or pro-
Jected) use of health services. Their purpose 3
to ensure that health services concerned have
adegquate drug supplies to treat their case load
of patients. A practical manual for estimating
drug requirements was published in 1988 along
with a computer prograrnme for caleulating
the needs. Training of trainers in these meth-
adologies is now taking place including thera-
peutic schedules (or adaptation of existing ones)
for primary health care.

Supply of essential drugs (procurement, local
production, distribution, logistics)

Proeurement of drugs as well as raw materials
for local production continues to be a major

problem area in many countries. Fragmented
procurement systems, fivregular availability of
foreign exchange, lack of credit and limited
access to informatton about world market prices
and sources of good quality drugs often result
in higher prices than necessary,

WHO provides inforrmation on prices and sources
af supplies to countries on request. UNICEF's
indicative price list on essential drugs has pro-
vided many countries with information to bar-
gain for better prices, Most price information
has, however, been restricted to European sup-
pliers.

A procurement fund of US$ 23 million, jointly
developed by WHO and UNICEF to provide
credit for reimbursable procurement from
UNIPAC, has been established. It is being
managed by UNICEF with about US$ 6 million
so far received. A few countries have estab-
lished revolving funds, but experience so far is
lirmited,

UNICEF and WHO are currently working on
the development of a large-scale procurement
Initiative for Africa as adopted by the Reglonal
Committee for Africa in Bamako in September
1987. At the moment UNICEF is purchasing
relatively small quantities of drugs In relation
to the global market. The value of purchases
during 1987 was US$24.5 milllon, but a con-
tinuing increase is expected in purchasing vol-
ume in the coming years, particularly in rela-
tion to the possibilities which will be created by
the Bamako Initiative. However, the long-term
objective in the supply of pharmacentical prod-
uets must be to encourage the purchasing arms
of the appropriate ministries to establish an
efficlent and effecttve purchasing and distribu-
tlon mechanism from the point of definition of
drug requirements through the establishment
of quantities, bidding, purchasing and distri-
bution with an appropriate quality assurance
system enveloping the process. The major ad-
vantage that UNICEF has in the area of pur-
chasing at this thne is that it is able to pur-
chase in quantities larger than many small
countries are able to do and thus obtain lower
prices.

There are no easy solutions to problems of
forelgn exchange. Many couniries, however,
spend more than needed on drug importation.
Consclidated procurement, more precise estl-
mation of requirements and careful selection
of the drugs needed have the potential for
making more drugs available to a greater num-
ber of people, Strong competition in the inter-
national generic market for essentiat drugs has
kept their prices relatively low,
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Local production (see section 8)

Distribution, logistics and essential drugs
matragernent

The major requirement in establishing a suc-
cessful distribution system is proper education
and training of the personnel involved, These
are pharmacists, dispensers, administrative
staff, inspectors, accountants, store keepers,
packers and transporters.

Most countries request assistance to develop
more efficient management information sys-
tems for their procurement of essential drugs
and inventory control system. Computer pro-
grarmrnes which have been developed with WHO
technical and financial support are already in
operation in several Member States. Additional
countries are requesting these programmes and
an evaluation iz planned for 1989,

Guality assurance (see section 4)

Manpower development and needs: trainirg,
drug managernent and rational use (see
section 10)

Legislation and regulatory control of essential
drugs (see section 3)

Dissernination of tnformation {see section 9)

EconoMics AND FINANCING OF
ESSENTIAL DRUGS PROGRAMMES

WHO collaborates — and co-finances {ts coun-
try stipport — with UNICEF, the World Bank,
UNIDO, bilateral aid agencies, nongovernmen-
tal organizations, professional associations and
the pharmaceutieal Industry.

Financing of drug supplies remains a critical
issue, and reliance on donor funding contin-
ues to be great in many countries. But, whereas
in the past many countries were reluctant to
impose a charge for drugs, this situation ap-
pears to be gradually changing under the pres-
sure of the economic crisis. WHO has been
assisting countries to find ways of generating
additional resources for drug purchase. This
assistance has taken the form of country visits
to help design cost recovery systems (some in
coordination with the World Bank) and the
preparation of reports informing national deci-
slon-makers about various aspects of financ-
ing drug supplies. A conference on cost recov-
ery was held in early 1988 at which represen-
tatives of different countries met to compare
experiences with different types of cost recov-
ery and drug financing schemes.

OPERATIONAL RESEARCH

Support to operational research in developing
countries (mainly in Asia and Africa) Is pro-

vided to improve the availability and rational
use of drugs. The research is divided into four
main areas:

» utilization of drugs and epideniology of preva-
lent diseases;

» supply. logistics, techniology transfer:
* economics; and
* sacio-cultural aspects.

Areas which need further research are finane-
ing supplies of essenttal drugs and health {im-
pact of essential drugs programmes.

A network of researchers in socio-economic
and socio-cultural essential drug research has
been established and a first meeting, supported
by WHO, has heen held in Nairobi in Septem-
ber 1988. There is a need to tdentify qualified
researchers in developing countries; to create
awareness in research institutions of the need
for relevant research in the above topie: to es-
tablish research networks between developed
and developing countries to ensure that re-
search results are utilized by health care plan-
ners.

MONITORING AND EVALUATION

The methodelogy for evaluation of essential
drugs programmes developed in 1985 is being
reviewed after having been tested in Papua
New Guinea, Thailand and the United Repub-
lie of Tanzania. Monitoring, supervision and
development of indicators are areas needing
more attention.

MANAGEMENT FUNCTIONS

Functions include planning, budgeting, fund
raising, coordination, information, promotion,
monitoring and evaluation.

An internal management survey was carried
out in 1986-1987 and the recommendations
are now being implemented. Each activity is
classified according to type of work and sub-
ject area and is summarized (objectives, justifi-
cation, cost estimates, administration) on a
project sheet and computerized. It is used for
planning and implernentation, allocation and
earmarking of resources, monttoring progress
and balancing workload.

Considerable effort has been devoted to raising
the necessary extrabudgetary funds, particu-
larly in view of diminishing hopes for addi-
tional regular funds becoming available. In
1980-81, the Programme had approximately
US8$400 000 In extrabudgetary resources. In
1988-89 these have increased to close to US$20
million and are expected to reach US$25 mil-
lionn in 1990-91. The regular budget has re-
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mained largely the same during this period; it
1s US#$1.3 milllon for 1988-1989. It was a few
hundred thousand dolars less in 1980-81.

Fifteen donors contribute to the Programme.
These are the governments of Canada, Den-
mark, Finland, France, Italy, Japan, Nether-
lands, Norway, Sweden, Switzerland and United
Kingdom, and the UN High Commission for
Refugees, UNICEF, Nigeria {Trust Fund from
World Bank loan), and Interpharma (Switzer-
land).

The Programme works very closely with the
offieial development assistant agencies, other
UN agencies and NGOs, often jointly in coun-
try development and research work. Donors
are regularly informed on development and
progresas of the Programme. A large part of the
extrabudgetary funds are tied to specific coun-
tries where donors and the World Bank — and
lately UNDP — have asked WHO to act as the

executing agency for the technical and admin-
istrative work. Other parts of the funds are
untied money which also serve to support coun-
tries, development work, Information and re-
search activities, and manpower in Headquar-
ters and Regional Offices. Denmark and the
Netherlands support associate professional of-
ficers {APOs) In Regional Offices and national
essential drugs programmes.

In June 1988 the second Meeting of Interested
Parties took place. The purpose of the meeting
was to review together and to inform donoers on
progress of the Prograunme's current and fu-
ture activities. Representatives from sixteen de-
veloping countries participated and reported
on thefr own activities as did UN agencies
(UNICEF and the World Bank), NGOs (Chris-
tlan Medical Commtssion, IFPMA, FIP, League
of Red Crosgs and Red Crescent Sccieties, Méde-
cins sans Frontiéres) and offictal development
asgsistance agencies.

8. Transfer of technology

The practicability of building up, step by step,
a viable pharmaceutical production industry,
with the aim of achieving self-reliance in phar-
maceutical supplies, depends on many factors.
These include;

* population size and per capita income;

= the available technical manpower and sup-
porting infrastructure;

* the geographical and c¢lirnatic conditions;
+ water and energy supplies; and
= the distribution network,

These are often major Umiting factors and, in
many cases, it is not possible to produce eco-
nomically all the pharmaceutical products
needed in one country. Ideally, therefore, coop-
eration between countries is desirable. Objec-
tive feasibility studies are needed before local
production can be undertaken.

Some of the larger developing countries have
maturing pharmaceutical industries produc-
ing bulk materialz and finished products cov-
ering most domestic needs and increasingly
including exports. Many of these countries are
nearly self-suflicient in the production of fin-
ished drugs but almost completely dependent
on impotts of bulk raw matertals. Many of the
least developed countries have a few formula-
tlon plants but these, with notable exceptions,
have been largely unsuccessful in producing
drugs at an internationally competitive price.

Without supporting industries or trained staff,
and with difficulty in securing a position in the
local market, many operate at low capacity
and the added value from the local production
of generic drugs is low.

The larger middle-income countries are likely
to move towards increased self-reliance at an
acceptable cost. It Is quite likely that some of
the maturing industries will develop innovative
drugs as a result of increased investment in
research and developiment. Many smaller coun-
tries will need to find internal or external sup-
port for the rehabilitation or modemization of
their exdsting formulation plants; otherwise they
will be forced to conttnue subsidizing ineffi-
clent production.

Judging from present trends, however, the
developing world's share of phammaceutical
production is likely to remain small, although
an inereasing number of developing countries
will manufacture drugs as part of their overall
development strategy, to keep costa low and
save hard currency. How far they will succeed
will depend greatly on the size of the market,
their competitiveness, their willlngness to seek
the technology they need and the eonditions of
its transfer. local ability to adapt and develop
technology, and the commitment of govern-
ments to their support. It will be a challenge
for those countries to reconcile economic and
health goals in the production of drugs and to
ensure the production of low-cost good quality
esgential drupgs.

L
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Some developments in the past [ew years have
created, and will probably continue to create,
new opportunities for local production. The
patents of a number of producis have expired
and those of some of the top products in the
world market will expire before 1880; there is
wider acceptance of generic drugs among the
publle: technology is increasingly available:
market intelligence in raw materials has im-
proved in developing countries. regional coop-
eration is developing.

It may be expected that the international phar-
maceutical industry will try to maintain its
pesition as a preducer of drugs in, and ex-
porter of drugs to, developing countries. The
question of patents will continue to be de-
bated, and the broader economic and political
situation will determine the capaeity of devel-
oping countries to forrmuilate and manage their
own drug policy.

International organizations such as UNCTAD,
UNIDO, and WHO are taking an increasing
pact iy providing technieal support and infor-
mation to developing countries.

BioLoacicALs

On request and if appropriate WHO will pro-
vide advice to countries contemplating the pro-
duction of biclogicals, indieating sources of
specialist help and arranging independent tests
of materials or the first production lots.

It is regrettable this advice is not always sought
and inappropriate projects are initlated which
fall to produce the desired material.

Closer contact between WHO and the funding
agencies to assess realistically the prospects
for proposed development schemes would be
beneficial. This review should include the suita-
bility of the proposed technology as well as the
national capahbility te maintain production and
assure the continuing safety and efficacy of the
product after the donor agency has left. This
process could avold the current problems with
some Member States when WHO consultants

refuse to accept as satisfactory projects estab-
lished with international atd .

Present efforts to strengthen regional involve-
ment in the potency assurance of the vaccines
used in the Expanded Programme on Imrnuni-
zation are resulting in increasing awareness of
the need for regional activities in the quality
assessment of all biologicals. As this process
accelerates the difficultes experienced in the
past will diminish.

TRADITIONAL MEDICINE

The application of modern scientific methods
in the cultivation, selection, manufacturing and
clinieal trials of herbal medicines is the most
appropriate way to transform traditional trade
into modern industrial practice. In this con-
nection, the Chinese meodel, along with other
models that may be identified, could be con-
sidered by other countries when developing
their own systems, Industrial production would
require the adoption of appropriate agro-tech-
nology in order to obtain adequate quantities
of medicinal plants of standard physical and
chemical guality. There is thus a need for the
large-scale cultivation of such plants and to
devote attention to their genetic improvement.

At the Third UNIDO Consultation on the Phar-

maceutical Industry in 1987 WHO and UNIDO,
agreed to:

» ansist developing countries in conducting
pharmacological and clinical trials on plant-
derived products to ensure regulatory require-
ments for safety and quality standards;

+ conduct special educational programumes fo
publicize the proper use of plant-derived
herbal medicine; and

» organize consultations at regional level on
varlous facets of the medicinal plant indus-
try, with special emphasis on qualtty stan-
darda and =afety, with a view to promoting
the wider use and acceptability of herbal medi-
cines.

9, Dissemination of information

The following are examples of activities:

+ Pravtsional arnd curmdative lists of international
nonproprietary names for pharmaceutical sub-
stances have been issued in continuity as a
service to Member States since 1962,

« The International Pharmacopeia, first issued
in 1951, is now in its third edition, Comple-

mentary information on the objectives and
use of the Pharmacopoela are featured in the
biennial reports of the WHO Expert Cornimnit-
tee on Pharmaceutical Specifications. Addi-
tHonal recommendations specifically applicable
to biclogical products are contained in the
reports of the WHO Expert Committee on
Blological Standardization.
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» Basilc {or simplified) tests for verifying the

-

Identity of pharmaceutical substances con-
tained within the WHO Model List of Essen-
tial Drugs were published tn 1987 and work
is now in hand to develop analogous tests for
widely available dosage forrms.

The Model List of Essential Drugs {s updated
in successive reports of the biennial meet-
ings of the WHO Expert Committee on the
Use of Essential Drugs. This will shortly he
complemented by the first fascicule of com-
plementary Model Prescribing Information
which is intended to provide source material
for adaptation by national authorities, par-
tieularly in developing countries, that wish to
develop national drug formularies, driag com-
pendia and similar material. It 1s intended to
be llustrative rather than nornmative since it
Is not possible to develop information on a
speeific drug that is appropriate to circum-
stances prevailing in each country and alzo
because some countries have already for-
mally adopted product specific Information
that has a statutory connotation, Each sec-
tion is reviewed in draft by indivtdual inter-
nationally accredited experts, members of ap-
propriate WHO Expert Advisory Panels, and
by relevant nongovernmental organizations.

A monthly newsletter, which at present is cir-
culated only to national drug regulatory au-
thorities, contains notifications received from
Member States on the regulation of human
and veterinary drugs and on medical devices,
and provides inforrnation on the sorveillance
of marketed products.

The UN Consolidated List of products whose
consumption and/or sale have been banned,
withdrawn, severely restricted or not approved
by governments, which is updated annuatly,
{s distributed through the United Natlons,
New York. Because new materfal is added
monthly to the data base, work is proceeding
to meet a request from the UN General As-
sembly to offer the information on pharma-
ceutical products on-line from the computer-
lzed data base maintained in Geneva.

The quarterly publication WHO Drug Irtforrma-
tlon provides an overview of topics relating to
drug development and regulation that are of
current relevance and importance, and In-
cludes the lists of proposed and recommended
International Nonpropristary Names ([NNs).
Its contents reflect. but do not present, WHO
policies and activities and they embrace so-
cioeconomic as well as technical matters. The
objective is to bring issues that are of pri-
mary concern to drug regulatory authorities

and pharmaceutical manufacturers to the at-
tention of a wide audience of health profes-
sionals and pollcy-makers concerned with
the rational use of drugs. In effect, the jour-
nal seeks to relate regulatory activity to th-
erapeutic practice, It also aims to provide an
open forum for debate. Invited coutributions
will portray a variety of viewpoints on mat-
ters of general policy with the aim of stimu-
lating discussion, not only in its columns,
but wherever relevant decistons have to be
taken.

» The Essential Drugs Monitor is published in

English, French and Spanish and provides
information on activities in the essential drugs
fleld. Its purpose is to share information and
experience. It includes regular features on
essentlal drugs programmmes in different coun-
tries, news items, rattonal use of drugs, re-
cent publications and on WHO activities,

+ An Essential Drugs Documentation and Distri-

bution Centre has been established and pro-
vides an Information service and matertals to
health ministries, professionals and others.
Continuous requests have resulted in thou-
sands of documents being distributed annu-
ally to developing and developed countries.
The Centre i3 also 1ised as an education re-
source for professionals going to or working
in developing countries.

= A Market Intelligence Systern on raw materi-

als for the production of essenttal drugs has
been established In accordance with a re-
quest of the World Health Assembly. Suppli-
ers of raw materials, brokers and trading
houses as well as purchasers of raw material
provide Information to a central computer
aystem which, in turn, produces information
on the range of transactions of about 60 dif-
ferent pharmaceutical raw materials. It Is
too early to determine the usefulness of this
gystem, but it Is assumed that if well oper-
ated it will enable formulating plants In de-
veloping countries to obtain raw materials at
a lower prices than at present. It is intended
later to transfer the system to an organiza-
tHon that will operate It onn a fee for service
basis.

* Information on quality control of biologicals 1s

disseminated both through its publications
in the Technical Report Series and docu-
ments containing the results of collaborative
studies,

* Psychoactive Drugs: Improving Prescribing

FPractices: this book has been published with
aview of promoting the rational use of paycho-
active substances by physicians.
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* A bibliography of all publications since 1947
on *WHO's Response to Internationat Drug
Treaty Obligatlons and Drug Dependence
has been {ssued recently.

* The International Traditional Medieine News-
letter, published by the Chicago Centre re-
ports on the work of WHOQ Collabarating

Centres and on country experiences. It pro-
vides individuals and institutions with a
means of keeping in touch with developments
in the subject in other parts of the world.
NAPRALERT which is the acronym for Natu-
ral Product Alert consists of a computerized
database on the medicinal uses of natural
products.

10. Education and training

The need for more opportunities for training
personnel engaged in both drug licensing and
analytical control is appreciated. not least by
regulatory authorities themselves. The issue
repeatedly attracts debate within the Interna-
tional Conferences of Dug Regulatory Authori-
Hies which have expressed the hope that WHO
would maintain an information centre on on-
going and projected activities, but to moniter
what is being accomplished and to promote
equitable use of available resources.

The following are examples of activitles:

A collaborative scheme has been developed by
the Intermational Federation of Pharmaceuti-
cal Manufacturers Associations, the World
Federation of Proprietary Medicine Manufac-
turers and WHO, Since 1979, over 100 tech-
nicians employed in governmental quality con-
trot laboratories in developing countries have
received extended periods of training in the
laboratories of research-based manufactur-
ing companies. Group training in quality
control and in the principles of drug licens-
ing have aiso been co-sponsored with several
national authorities and nongovernmental or-
ganizations.

Training in the productiont and quality control of
biologicals is an area of special difficulty. It
can only be comprehensively achieved within
the facility of a large producer. The large
comprehensive national control laboratories
accept WHO fellows for training but are un-
able to provide the necessary experience in
many aspects of Inprocess control, which are
so essential for the production of most bio-
logical products.

Some intercountry workshops on essential drugs
took place in 1986 and 1987. More than 20
national workshops were supported in 1986
and 1987, as well as five interregional semi-
nars. Training material was developed by
WHO in collaboration with the Management
Selences for Health, Boston, USA. It was then
translated into French after evaluation and

Improvement, and was sent to French-speak-
ing countries in Africa for comment and pos-
sible use.

Teaching and tradning materials in logistics and
distribution of essential drugs have been tested
in workshops at regional and national levels
and are now ready for wider application.
Tralning of primary health care workers, in-
cluding physicians, is expanding rapidly. Ad-
ditional countries have developed traiming and
teaching materials for this target group, us-
ing documentation and materials prepared
and supplied by WHO,

A number of countries are beginning fo review
the auricula of their schools of pharmacy,
medicine, ete., to include the essential drugs
concept and to put more emphasis on the ra-
tHonal use of drugs. Workshops have been
held for this purpose in Bangladesh, Bhutan,
Democratic Yemen, Egypt, India, Nepal and
the United Republic of Tanzania and Yermen.
Educational material for patfents on the cor-
rect use of drugs, with accompanying materi-
ala for the health worker. has been fleld-
tested.

A network was formed in 1986, with support
from WHO and the Mario Negri Foundation,
Milan, to promote clinical pharmacelogy and
collaboration among developed and develop-
ing countries. A second meeting of collabora-
tors took place in 1988 in Zimbabwe, Clind-
cal pharmacology was also an tmportant topic
in a course on drug epidemtology research
held in Stockholm in May-June 1987 for 25
participants from eight developing countries.
Identification of potential candidates for train-
ing in clinleal pharmaecology is part of the
country situation analysis carried out.

Psychoactive substances require special atten-
tion at national level, The officials who pro-
vide statistics to International Narcotics Con-
trol Board (INCB} and the UN Division of
Nareotic Drugs require special training. WHO

3
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has undertaken training activitles in various
regions of the world to familiarize various
groups of professionals regarding natlonal
responsibilities of the treatles. In 12 such
meetings, BOO trainees participated.

Collaboration has been developed with some
eountries on fraining on rational use of psyho
active drugs. For example, WHO and UNFDAC
have worked closely with the authorities and
the health professtons in the People's Repub-
lic of China since 1980, A new Centre for Pre-
vention of Drug Dependence has been estab-
lished at the Beijing Medlical University and
professionals have been tratned abread in
methods for drug analysis in body fluids and
for the evaluation of dependence liability of
both synthetic and naturat substances, WHOQ
has collaborated in the organization of four
seminars on the rational use of psychotropic
drugs for physicians and pharmacists in vari-
ous univerisities in China. Similar collabora-
tion has been developed with zeveral coun-
tries, including Argentina, Barbados, Finland,
Nigerta, Norway, Thatland, United Kingdom,
Unites States of America and Union of Soviet
Soclalist Republics.

At the Fourth International Conference of Drug
Regulatory Authorities co-sponsoered by the

ES

Ministry of Health and Welfare of Japan and
WHO and held in Tokye in 1986, a workshop
was held on traditicnal herbal medicines, It
was acknowledged that these medicines play
an important part in health care in many
countries, developed as well as developing. It
was noted that truly traditional practices are
more amenable to inflitence through educa-
tion and training than to statutory control.
The workshop also concentrated on the ex-
ploitation of traditional medicine through
over-the-counter sales for labelled products
on a commercial basis and addressed the
need for legislation, quality, standards, and
Information.

The selection and use of traditional remedies in

primary health care was the subject of an
inter-regional workshop, held In Bangkok in
1985, The workshop was the first in a series
intended to address problems of safety and
efficacy of traditional remedtes (Including the
related issues of standards, stability and dos-
age formulatien), It was followed by satellite
workshops at country level at which a num-
ber of single plant remedies were examined
and selected for use in health services. Fur-
ther workshops are planned for South Fast
Asia and for countries of East, Central, South-
ern and West Africa.




