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Part I : Work of the Expert Committee

1. Introduction

The WHO Expert Committee on National Drug Policies met in Geneva from
19 to 23 June 1995. The meeting was opened on behalf of the Director-General by
Dr F. 5. Antezana, Assistant Director-General, who drew attention to the task of
the Committee, which was to review and contribute to updating the current
WHO Guidelines for developing national drug policies (1). These guidelines,
published in 1988, had resulted from a request by the WHO Conference of
Experts on the Rational Use of Drugs, held in Nairobi in November 1985, when
WHO had been asked to convene a group of experts to prepare guidelines for
establishing national drug policies. This request was repeated by the Thirty-
ninth World Health Assembly in 1986 in resolution WHA39.27 on the rational
use of drugs, which had endorsed WHO's revised drug strategy.

As a consequence, a working group of experts met in Geneva in 1987 to draft
guidelines for national drug policies. The guidelines were later reviewed by the
WHO Executive Board's Ad Hoc Committee on Drug Policies, which met in
Geneva on 9 and 10 January 1988. The final publication incorporated
amendments and changes made by the Ad Hoc Committee.

To assist the Expert Committee in its work, Dr Antezana recalled important
milestones, and the evolutionary process of the Organization’s work in the area
of national drug policy development. He considered it important for this Expert
Cornurnittee on National Drug Policies to have the WHO history and experience
before it as background information during its deliberations.
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2. Background

In 1975, the Twenty-eighth World Health Assembly, in resolution WHAZ28.66,
stated that it was "convinced of the necessity of developing drug policies linking
- drug research, production and distribution with the real health needs..". In the
same resolution, the Director-General was requested "to develop means by which
the Organization can be of greater direct assistance to Member States in:

(a) - the implementation of national programmes in research, regulatory
control, management and monitoring of drugs and, in so doing,
also in the formulation of national drug policies;

(b) advising on the selection and procurement, at reasonable cost, of
essential drugs of established quality corresponding to their
national health needs;

(©) the education and training of scientific and technical manpower for

: research, production, evaluation, control and management of
prophylactic and therapeutic substances".

Following that resolution, the first WHO meeting on drug policies was held in
December 1976.

The need for agreement on a selected number of essential drugs was repeatedly
affirmed by representatives to the World Health Assembly, who recognized that
the people who really needed essential drugs could not get them, chiefly because
of a lack of technical and managerial know-how in procurement and selection and
the waste of scarce money on non-essential items. The essential drugs concept was
born, the first model list was published in the report of the WHO Expert
Comumittee on the Selection of Essential Drugs in 1977, and today this is
considered one of the success stories of the Organization. About 130 countries now
have an essential drugs list.

On the basis of experience and data collected from many visits to countries in 1976
and 1977, the first WHO meetings and seminars that discussed national drug
policies were held in 1977 in the Western Pacific Region (WHO Regional
Committee for the Western Pacific, Tokyo, September 1977) and in March 1978 in
the South-East Asia Region (Regional Seminar, Sri Lanka). Many of the elements
of national drug policy set out in the 1988 WHO guidelines were developed during
this work, culminating in 1978 with the background document presented at the
Technical Discussions held during the 1978 World Health Assembly under the title
"National policies and practices in regard to medicinal products; and related
international problems". It covered (a) various aspects of the current policies and
practices in regard to medicinal products, and trends in formulating national drug
policies taking into consideration the health priorities; and (b) technical and
administrative components in policies and management for establishing a
pharmaceutical supply system to meet health needs.

' WHO Technical Report Series, N®. 615, 1977.
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The Thirty-first World Health Assembly (1978), in resolution WHA31.32, urged
Member States infer aliz to "collaborate in the exchange of information on drug
policies and management through bilateral or multilateral programmes and
WHO", and recognized "the importarice of an adequate supply of essential drugs
and vaccines to meet real health needs of the people, through the implementation
of national programmes of health care".

In view of the importance of the need for access and equity in essential drugs, the
WHO/ UNICEF Conference on Primary Health Care held at Alma-Ata, USSR, in
1978 included "access to essential drugs” as one of the eight elements of primary
health care.

The WHO Executive Board also established an Ad Hoc Committee on Drug
Policies that same year, in January 1978, to follow closely the recomumendations on
and development of national drug policy formulation.

In 1979 the Director-General, after presenting a report to the Thirty-second World
Health Assembly, was requested “to establish a special programme on essential
drugs, including its administrative structure” (resolution WHA32.41). The actual
starting date of the Action Programme on Essential Drugs was February 1981.

In 1982 the Executive Board's Ad Hoc Committee on Drug Policies, on behalf of the
Executive Board, presented a report to the Thirty-fifth World Health Assembly (2)
on the work of the Action Programme on Essential Drugs. One of the Programme’s
main lines of action over the years from 1982 has been the "Development of
national drug policies as part of comprehensive health policies”. The report states
"The development of national drug policies by all Member States is a major
objective of the Programme". It further states: "These policies should form part of
broader health polidies for attaining the goal of health for all by the year 2000 based
on primary health care, and should be realizable within the lirnits of the resources
mobilized for their implementation. Natonal drug policies should therefore relate
to health systems based on primary health care, should be consistent with the
concept of essential drugs, and whenever possible should emphasize preventive
health care”.

The Committee noted Dr F. S. Antezana’s involvement in the preparation of WHO
guidelines for the development of national drug policies in 1982, when the Action
Programme on Essential Drugs had convened a meeting on this topic of which he
had served as Secretary (3). The report and annexes from that meeting had
become the basis for the 1988 Guidelines.

Also in 1982, Member States were urged by the Thirty-fifth World Health
Assembly, in resolution WHA35.27, "to develop and implement drug policies and
programmes”. This was reiterated by the Thirty-seventh World Health Assembly
in resolution WHA37.32 in 1984, whent Member States were urged "to intensify
their action to introduce and implement drug policies along the lines endorsed by"
the 1982 Health Assembly.

In 1984, the Thirty-seventh World Health Assembly adopted a resolution
(WHA37.33) specifically on the rational use of drugs, in which the Director-
General was requested to arrange a meeting of all interested parties.
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The resulting Conference of Experts on the Rational Use of Drugs, held in Nairobi

in 1985, was a further milestone (4). Subsequently, in 1986, resolution WHA39.27
was adopted by the Thirty-ninth World Health Assembly after a detailed report on
the Conference had been presented by the Director-General (3) together with a
report on WHO's revised drug strategy (6). This resolution urged all concerned
parties to assume their responsibilities, urged all Member States in a position to do
so to support developing countries technically and financially, and decided that

"WHO would assume its responsibilities as listed in the Director-General's

summing-up of the Conference (3).

One of the main tasks requested of WHO when its revised drug strategy was
endorsed was to convene a group of experts to prepare guidelines for establishing
national drug policies. A working group of experts met in Geneva from 16 to 20
March 1987 to draft such guidelines. The guidelines were later reviewed by the
WHO Executive Board Ad Hoc Committee at its meeting in Geneva on 9 and 10
January 1988. The WHO Guidelines for developing national drug policies were thus
published in 1988 incorporating the amendments made by the Ad Hoc Committee.

These guidelines, which the Committee was now being asked to review and to
contribute to their updating, had since been used by a large number of countries in
formulating their own national drug policies. More than 60 countries are now in
the process of developing or implementing such policies with the help of the WHO
Action Programme on Essential Drugs and its partners.

Other important Health Assembly resolutions followed in 1988, 1990, 1992 and
1994, calling for cooperation in the exchange of experience and information
concerning the formulation and implementation of national drug policies and
essential drugs programmes, for an increased effort of political will, and for
optimal use to be made of the momentum gained in implementing national drug
policies and essential drugs programmes consistent with WHO's revised drug
strategy. ‘

The current guidelines on developing national drug policies have served countries
very well, as demonstrated by the many national policies that have been
formulated. WHO has actively participated in this development, adapting the
guidelines to the needs of individual countries at national workshops, and at
intercountry seminars such as those for all French-speaking and Portuguese-
speaking countries in Africa, held between 1991 and 1993,

Tt was felt, however, that with the experience gained from using the 1988
guidelines, important technical elements, administrative procedures, issues and
developments should be addressed and reassessed. In a changing world, and with
the expansion of the private sector, areas such as rational drug use need even more
attention, as do public education in drugs; ethical criteria for medicinal drug
promotion; generic drugs; and the importance of developing and securing human
resources. Work on health economics and financing has to be expanded and
enhanced, technical cooperation among countries can be increased, in a region or a
subregion, and the harmonization of certain standards and procedures should also
be discussed. ' '

Finally, Dr Antezana observed that in the process of formulating {developing) and
implementing national drug policies, countries should not lose sight of the overall
need for equity and social justice, to make priority essential drugs available to all
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who need them. This is particularly important in times when inadequate resources
for drugs for HIV infection, AIDS, tuberculosis and sexually transmitted diseases
are a great problem in most developing countries, or where resistance to antibiotics
is 2 major public health problem.

11
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3. Deliberations

The revised text of the guidelines that follows in Part II of this report reflects the
Committee’s deliberations during its review of major components that it felt
should be considered in developing and implementing national drug policies.
Because the development and implementation of national drug policies is a
dynamic process, the Committee wishes to stress that these guidelines provide
general principles and strategies that are in no way static and need to be adapted
in the light of local needs, the type of economy, and other circumstances. The
guidelines incorporate the concept of essential drugs and allow for economic,
social and other differences among countries.

Throughout its work, the Committee underlined the importance of linking a
national drug policy with the national health policy of which it should be part.
Drugs and vaccines have the potential o confer enormous heaith benefits on a
large number of people. Careful consideration was given to the opening remarks
of the Assistant Director-General, Dr F. S. Antezana, and to the background
information provided.

The Committee noted that, since 1988, when the previous guidelines had been
issued, considerable changes had occurred in what is a complex and dynamic
field. In some areas, such as regulation, selection, and quality assurance,
progress has been continuous, with the regular production of WHO reports and
publications. In other areas, such as drug use, economic strategies, and
monitoring and evaluation, significant changes have occurred. The Committee
wished to stress the importance of the components that are developed in the
revised text. However, it recognized that a number of countries are
implementing national drug policies in a variety of ways, emphasizing different
components depending on country situations and needs.
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4. Conclusions and
recommendations

1. The Committee believes that the work of WHO in developing
technical, managerial and administrative tools and in providing direct
guidance and support to countries in national drug policy development
and implementation has made, and will continue to make, a major
contribution to public health through better access to essential drugs.

2. The Committee recommends to the Director-General that WHO
continue to develop, expand, and adjust as necessary the technical,
managerial and administrative tools needed for the formulation and
implementation of national drug policies in accordance with the
proposed guidelines. [t further recommends that WHO continue to
strengthen its support to countries in developing and implementing their
national drug policies.

3. The Committee recognizes the major advances that have occurred
in the rational use of drugs, economic strategies for pharmaceuticals, and
monitoring and evaluation of national drug policies. The Committee
therefore recommends to the Director-General that WHO undertake an
inventory and analysis of these advances and identify appropriate
approaches that could be effective in other countries.

13
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Part 1 ; Contzribution to updating the WHOQ guidelines for developing national drug policies

1. Introduction

The prevention and treatment of diseases require an adequate health care
delivery infrastructure and appropriate education, and high priority must be
given to ensuring adequate sanitation, safe water supplies, and proper nutrition.
Drugs play a crucial role in health care; they offer a simple, cost-effective answer
to many health problems provided that they are available, accessible, affordable
and properly used.

1.1 Why a drug policy?

In spite of the global increase in the production and consumption of
pharmaceuticals, several countries continue to have serious problems in ensuring
that drugs are available to the majority of the population; in many more
countries, drugs are used in ways that are far from rational. The reasons for this
are complex. They derive not only from financial and budgetary constraints, but
also the characteristics of the market and the attitudes and behaviour of the
government, prescribers, dispensers, consumers and the drug industry.

Consumers (i.e. the patients) have little or no part in the process of selecting
prescribed drugs, and are often not fully aware of the activity, possible adverse
effects, and appropriateness of the drugs prescribed for them. It is the
prescribers who decide what the patient should get. If the prescribers have no
access to independent drug information, they may then fail to choose for the
patients what is best and most atfordable.

Economic reforms, structural adjustment policies, trends toward liberalization,
and reorganization of global trade and tariff agreements have further
complicated the situation in several developing countries and made the objective
of social equity still more remote. The pattern of drug demand is also changing
in many countries as new diseases such as AIDS emerge, resistance to drugs
(antibiotics, antimalarials, etc.) increases, and the epidemological transition
leads to a rise in consumption of drugs for chronic diseases.

To overcome all these problems, it is now widely accepted that each country
should make positive efforts to achieve optimal availability and use of drugs for
patients and consumers. In order for these efforts to be coordinated and to
support one another, well designed overall policies need to be developed and
implemented.

The experience of many countries has shown that all the different problems can
best be resolved within a common framework. Every country should formulate
and implement a comprehensive national drug policy to ensure that drugs of
good quality, safety and efficacy are available at affordable prices to all those who
need them, where and when they need them, and that they are rationally used,
The policy developed will depend on the stage of economic development in each

17
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country. At present, per capita expenditure on drugs varies from one or two
dollars to over US$400 per head. Different issues will be emphasized in different
‘countries within their national drug policy.

1.2 National drug policy as part of health policy

The drug policy should form part of a broader national health policy for attaining
the goal of health for all based on primary health care, and should be realizable
within the limits of the resources mobilized for implementation. The national drug
policy should therefore relate to health systems based on primary health care,
should include the concept of essential drugs, and whenever possible should
emphasize preventive health care.

1.3 What is a national drug policy?

A national drug policy is both a commitment to a goal and a guide for action. It
should be a written document containing objectives, priorities and the main
strategies and approaches for attaining the objectives. Such an integrated
approach, covering both the public and private sector, should help countries to
make the best use of their limited resources in the health sector.

The ministry of health or its equivalent (analogous authority) is the principal
agency and driving force in the formulation and implementation of a national
drug policy in the context of the national health policy. Other concerned
government ministries in fields such as planning, finance, industry, commerce,
education, human resources development, internal security and foreign
collaboration must also be involved, since their decisions affect several aspects of
the pharmaceutical sector, for example, imports, trade barriers, tariffs, transfer
pricing, intellectual property rights and drug trafficking. It is important,
however, for the ministry of health to play a predominant role in all these areas
to the extent that they affect the heaith of the people. The state has to guarantee
the availability of equal access to effective, good-quality essential drugs at
affordable prices for the entire population and to ensure drugs are properly used.
This holds true regardiess of the extent of government mvolvement in the
pharmaceutical sector (ie. whether the government is directly involved in
procurement and distribution of drugs, whether it empowers a parastatal
institution to carry out this function, or whether it acts mainly as a regulatory
authority for a largely private pharmaceutical market).

However, the government is not the only entity involved in the national drug
policy. The development and implementation of national drug policies calls for a
partnership between the government, which acts in the public interest; those who
take or consider taking medicines; those who prescribe medicines; those who
dispense medicines; and those who make, market, distribute and sell them. Other
partners therefore include universities and specialized institutes for research and
training, institutions involved in the training of medical, dental, nursing and
pharmacy personnel, schools for training middle-level and peripheral health
workers, nongovernmental organizations such as professional associations,
consumer groups, the pharmaceutical industry - preferably through national and
international associations - and the legal profession.
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1.4 Importance of the essential drugs concept

The essential drugs concept is basic to a national drug policy because it enables
priorities to be set. The principle of the concept is that a limited number of drugs
leads to a better supply of drugs, more rational prescribing and lower costs;
quality assurance, procurement, storage, distribution and dispensing are all easier;
training and drug information can be more focused; and prescribers gain more
experience with fewer drugs and recognize adverse drug reactions better. Essential
drugs are usually cheaper and the procurement of fewer items in larger quantities
results in more price competiion and economies of scale.

Essential drugs lists have now been adopted in both developed and developing
countries and there is substantial evidence that this has contributed to a
considerable saving in drug costs. Essential drugs lists have been adopted not
only in the public sector, but have even been extended to the private sector in
some developing countries, particularly where there is an acute shortage of
foreign exchange.

1.5 What does a national drug policy help to achieve?

The goals and the objectives of a national drug policy will depend upon the
country situation and the priorities set by the government. In the broadest sense
it should make essential drugs available and affordable to all those who need
them, ensure the safety, efficacy and quality of drugs available in the country,
and promote their rational use by both prescribers and consumers. The policy
must also take into account such areas as production, technology transfer,
international collaboration, intellectual property rights, the role of the pharmacist
in health care delivery, technical cooperation among countries and traditional
medicines. In addition, the policy should be concerned with efficiency, equity
and sustainability.

1.6 Components of a national drug policy

A number of components are widely recognized as being the most important to
ensure that essential drugs are available at all times to those who need them and
that drugs are used rationally. These form the basic framework of any national
drug policy. They include:

Legislation, regulations and guidelines

The formulation of a drug policy should be followed immediately by the
enactment of appropriate legislation and the introduction of regulations to
provide a legal basis and make the policy enforceable. Legislation and
regulation constitute important elements in any drug policy.

19
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Selection of drugs
Selection of drugs is intended to extend the accessibility and rational use of

drugs that meet the health needs of the population and at the same time can
respond to the health needs of the individual.

Supply

A national drug policy should have as a main objective the availability of
effective, good-quality drugs at a reasonable price. This implies that policies on
production, procurement, storage and distribution must be established, with
good coordination between the four areas.

Pharmaceutical quality assurance

A key element of the national drug policy is to ensure that drugs available in the
country are safe, efficacious and of good quality.

Rational drug use

The goals of a national drug policy can only be achieved if medicines are used in
an appropriate and safe way and only when needed.

Economic strategies for drugs

Efficiency and equity in the provision of drugs can be greatly emhanced by
following appropriate economic strategies.

Monitoring and evaluation of national drug policies

When a country sets its objectives for a national drug policy, a process for
monitoring and evaluation should also be put in place, so that progress in
achieving the policy’s objectives can be assessed. This provides the basis for any
adjustment to the policy as it evolves.

Research

Research is an important feature of national strategies for improving health. In
the drug field, two types of research are important: operational research, and
drug research and development. Both should be well integrated in the NDP.

Human resources development

Sufficient numbers of staff, with appropriate technical and professional
capabilities, are required to implement a national drug policy consistently.

Technical cooperation among countries

Technical cooperation among countries is valuable in strengthening national and
regional policies and contributing to the harmonization of legislation, regulations
and guidelines on pharmaceuticals.




LG Ab A o AR L LT

Part 1l : Contribution to updating the WHO guidelines for developing national drug pelicies

1.7 Process of national drug policy development

The process for formulating a national drug policy is a complex one; it requires
dialogues with the different interests involved and a logical approach in
identifying the substance of an appropriate policy. During the development of a
drug policy, some elements considered may not be feasible, and choices need to
be made at each level as to which are the most appropriate strategies and the
most important activities for attaining the objectives. The range of strategies and
activities that can be successfully implemented in a particular country is closely
dependent on the pharmaceutical situation and the sociceconomic level of that
country. In most instances the process will include the following stages:

- organize the policy process

- identify and analyse problems

- set goals and objectives

- draft the policy

- circulate and revise the policy

- obtain formal endorsement for the policy
- launch the policy.

Policy implementation is as important as formulation and should be carefully
organized. There is no best way to implement a national drug policy, but
consensus building, a committed and proactive government, and a flexible
approach are keys to success.

21
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2. Components of a national drug
policy

The list of subjects with which a national drug policy can and often must deal is
long. The components listed below are generally recognized as those that are the
most important to ensure that only effective, safe, and good-quality drugs are
authorized for marketing and to provide the basis for essential drugs to be
available to the whole population and drugs to be used rationally.

2.1 Legislation, regulations and guidelines

Development

Legislation and regulation constitute important elements in any drug policy.
The legal framework must take into account not only policy objectives but also
the administrative, social and health infrastructure, the available human
resources, and other resources. Legislation defines the organizations that are
authorized to issue and implement regulations. This may vary from country to
country. However, for practical reasons it is advisable to empower drug
regulatory authorities to issue regulations to implement the laws. The
formulation of a drug policy should be followed immediately by enactment of
appropriate legislation and introduction of regulations to provide a legal basis
and make the policy enforceable.  Guidelines are often developed to
facilitate/explain further the requirements of the law and regulations.

Within the context of the national drug policy and the other policy measures,
strategies and prograrmunes of action envisaged by the government, it is first
necessary to identify the matters to be covered by the legislation. The objectives
of the legislation must be clearly defined in relation to the available resources
and existing infrastructure, as well as to future needs.

A law serves the primary function of distinguishing between what is permissible
and what is not. A drug act, for instance, may stipulate who can import or
manufacture drugs, who can sell cerfain categories of drugs, and which
categories of drugs may be sold without prescription. Various authorities are
needed to carry out a drug policy; their powers, duties and responsibilities
should be clearly defined in the legislation.

Drug legislation and regulation should cover both the public and the private
sector and must address the rights and responsibilities of the different parties
concerned with drugs and pharmaceutical products, including medical
practitioners, pharmacists, consumers, importers, manufacturers and
distributors. These parties play different roles in ensuring that the needs of
consumers are met. Legislation must establish the qualifications required for
those entitled to handle drugs or it must state who has the authority to do so.
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Matters concerning the qualification of health and other professionals, and
prescribing and dispensing issues, are often decentralized to other entities and
_not detailed in the main drug legislation.

Legislation plays an important role in ensuring that pharmaceutical products are
~ of good quality, safety and efficacy. It must also regulate their availability and
distribution,

Legislation must also specify the sanctions that will apply in the event of failure
to conform with any provisions of an act. Sanctions must be enforced if the
policy is to function effectively.

Several legislative models and structures have been devised for the regulation of
drugs. The circumstances of the country will determine the model of structure
selected, but the basic elements listed below represent the minirum framework.

The basic elements are as follows:
General provisions: title, purposes, extent, application and definitions.

Specific provisions: control of the import, export and manufacture,
distribution, supply, storage and sale of drugs, including authority for
inspection. ' ‘

Other provisions: authority for the regulation of labelling, prescribing
information and advertising, drug registration, scheduling of substances? and
imposition of fees; the control of clinical trials and requirements for the
protection of human subjects; monitoring of adverse reactions; and regulation
of narcotic and psychoactive drugs under international control, if applicable.

Prohibitions, offences, penaldes, legal procedures and mechanisms for
appeals against decisions.

- Assignment of powers to make rules and regulations.
Repeals of existing laws in conflict with the act and transitional provisions.

Exemptions from the provisions of the law (for emergency situations, rare
diseases, donations, etc.).

These elements are sufficiently comprehensive and varied in scope to meet most
of the objectives of a national drug policy. Some countries may not need all of
them in the initial stages of implementation of the policy.

Some countries may decide to expand the basic model and include other
elements such as:

price controls
generic prescribing

? Legal category of a substance, e.g. narcotic or other controlled drug, prescription only, nem-
prescription.
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- generic substitution
drug reimbursement
- protection of intellectual property (patents and trademarks).

Similarly, other elements that are considered appropriate could be included in
more comprehensive models. The guiding principle in selecting elements is that
the country should have the administrative capability and the resources to
enforce the legal provisions enacted.

Implementation

A law with modest aims and objectives that is properly implemented is
preferable to a more comprehensive model that cannot be applied and remains a
good law only on paper.

After a law has been enacted, the appropriate authority should draw up the
regulations governing the standards and procedutes for carrying out its
provisions. These regulations are an essential part of the legislative process; they
are also necessary to allow swift action in administrative matters. The
regulations must be within the framework of the primary legislation, and the
power to enact such regulations - which are delegated legislative actions - must
be expressly conferred in the pharmaceutical law.

When new drug legislation is drafted, a plan for implementation should be
formulated. Since implementation will depend on the resources available, a
stepwise approach may often be necessary. Appropriate timing is important.
Not everything can be done at the same time; for example, for countries
establishing a drug registration system, intervals between the different phases
may be a good solution.

Whatever model is chosen, a drug law depends on several inputs and resources
for its implementation: personnel, physical requirements/infrastructure, and
technical and financial requirements. Most important, however, 1s the existence
of political will and commitment. If political commitment is lacking,
implementation will fail.

Drug regulatory authority

In any branch of the health sector there has to be a central point from which the
more important administrative and operational activities are directed. In the
area of drug legislation different countries have provided for a variety of
authorities and mechanisms to give effect to the legislation. How to resolve this
question is a matter for national authorities to decide. There is no standard
model to suit all situations.

A drug regulatory authority will involve or include any or all of the following:

e A central agency or department responsible for drug evaluation, drug
registration, and review and renewal of registration. Other responsibilities
include control of manufacturing standards and practice, import, export,
distribution, labelling, product information, promotion and advertising.

« Inspectorate services responsible for inspection of premises for
manufacturing, storage, distribution and dispensing and for sampling at ports
of entry.
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¢ Quality control laboratories.

As concerns inspection and quality control, these tasks may be shared by the
central and local government authorities, particularly in countries with federal
structures.

In addition, the regulatory authority may appoint advisory bodies and expert
technical committees to facilitate implementation of the legislation, with due
regard to conflict of interest. Attention should be given to the transparency of
the meetings and the recommendations or decisions made.

Drug registration and licensing '

The process for approval of pharmaceutical products, known as "registration’,
"licensing" or "marketing authorizations" in some countries, involves a series of
different but complementary procedures. In a comprehensive drug registration
system, adequate data on pharmaceutical, pharmacological, toxicological,
therapentic and clinical investigations must be available, and the personnel must
have the ability to analyse the data. Documentation on these subjects is now very
extensive because of advances in medical and pharmaceutical knowledge and
stricter requirements for safety and efficacy. Countries that do not have the
professional staff to evaluate and handle such documentation fully may wish to
seek technical advice from WHO and/or from other countries with more advanced
regulatory agencies. They may also wish to take account of regulatory decisions
made in other countries. The authorities in some couniries publish suumary
assessments of specific drugs and/or brief explanations of their reasons for

accepting or rejecting applications for pharmaceutical product approval.

A full registration or licensing procedure invoives detailed evaluation of data
submitted in support of the safety, efficacy, and quality of a pharmaceutical
product before a marketing authorization is granted. The process also determines
the indications for the product’s use and whether its sale requires a prescription.
The procedure includes both assessment and post-marketing surveillance and
reassessment of the product. Generic drug registration is usually handied through
an abbreviated application procedure. Some countries have initiated a "fast-track”
registration procedure for certain drugs or classes of drugs as a component of their
national drug policies.

Introduction of a full procedure may not be possible at an early stage, in which
case a simplified procedure can be applied - either a notification procedure or an
authorization procedure.

A rnotification procedure involves obtaining information on all pharmaceutical
products offered for sale and/or available in the country. The amount of
information requested in a notification may vary. It may initially be restricted to
the names of the pharmaceutical product and of the manufacturer. It may then be
expanded to require riotification of the nonproprietary names for active substances,
the composition (including inactive ingredients), the pharmacological action, and
the therapeutic classification. :

In an authorization procedure, regulatory authorities review documentation on
registration decisions by other regulatory authorities.
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If drugs are not covered by any of these procedures, and exceptions have not been
granted for them, they should be considered illegal and enforcement action should
be taken.

Approval of pharmaceutical products

Efficacy, safety, and good quality are prerequisites for the approval for sale of a
pharmaceutical product. Drugs should be approved only if adequate and
scientifically based data on efficacy and safety are available from clirical studies
and evidence of performance in investigational use in a variety of medical settings
has been obtained and evaluated. Clinical trials should ordinarily not be required
for registration if adequate data are available from studies in other countries.
However, some countries may need to conduct one or more small clinical trials
because of differences in health care systems, medical practice concerns,
population differences or the need to conduct bicequivalence studies in certain
cases.

Information for the health professional, and where appropriate - e.g. for all or for
certain prescriptions and all non-prescription drugs - information for the
consumer, should be approved by the authority.

In recent years, there has been a movement towards harmonization of international
standards and guidelines for the evaluation of new pharmaceutical products. The
sharing of information on drug evaluation among countries is also increasing,
WHO taking a leadership role.

For example, a summary of product characteristics is approved by some national
regulatory authorities as part of the authorization process for each product. Other
drug regulatory authorities produce a similar document, or components of such a
document, which becomes available after approval of the drug product. While
these documents may not satisfy all the information needs of an authority in
another country, they can make a contribution to the approval process. A decision
not to approve a drug product may also be available. In addition, the WHQ
Certification Scheme on the Quality of FPharmaceutical Products Moving in
International Commerce provides for the exchange of officially approved, product-
specific prescribing information on the safety and efficacy of finished products
between governments.

Regulatory authorities are encouraged to collaborate with each other so that the
efficacy, safety, and quality of pharmaceutical products can be efficiently evaluated
during the approval process.

Post-marketing surveillance

Post-marketing surveillance is a mechanism for the systematic collection and
analysis of data on how drug products are being used in the market and to what
effect. Observations are normally made on safety, efficacy, and quality. In
addition, drug prices, cost, drug use (rational or irrational), medical need, antibiotic
and anti-parasite resistance, medication errors, drug product quality defects, habit-
forming and narcotic drug abuse, and traditional medicines are usually monitored.

The drug regulatory authority has the task of ensuring that all drug products on
the market are duly registered, comply with the conditions stipulated during
registration, are relabelled for new warnings, adverse reactons and
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contraindications, and are removed from the market should circumstances so
warrarnt.

Monitoring of adverse drug reactions

It is recognized that clinical trials, though adequate to justify registration of a drug
for general use, may fail to reveal uncommon adverse reactions. Herice there is a
need to establish national systems for pharmacovigilance in order to collect and
evaluate information on pharmaceutical products, with particular reference to
adverse reactions (7, 8).

Pharmacovigilance data are only meaningful if they serve to support the drug
regulatory authority in taking action. Hence, in countries without a regulatory
authority that furictions satisfactorily, establishing a national pharmacovigilance
system may not be a priority. For this reason, and in particular in emergency
situations when serious adverse reactions occur, such information needs to be
communicated to participating and non-participating countries through the WHO
Collaborating Centre on Adverse Drug Reaction Monitoring in Uppsala (Sweden).
If necessary, the information can also be sent out through a Drug Alert message as
part of WHO's information exchange programme (9).

If serious adverse reactions lead to withdrawal or severe restriction of a drug in
one country the precise reasons and circumstances must be made known to others.
Since conditions may vary between countries, regulatory action may be justified in
one country and not in another.

Each country should alert its health personnel to the need to report adverse
reactions promptly to the regulatory authority. Proper reporting forms should be
available and electronic or other means of reporting should be specified.
ne principal objectives of monitoring are to detect any adverse reactions, to
minimize the time taken for their recognition, and to determine their overall
importance in relation to the rational use of the pharmaceutical product.

The main activities of national centres for the monitoring of adverse drug reactions
should include: :

The collection of data from such sources as voluntary reports from practising
doctors, comprehensive monitoring in hospitals, the pharmaceutical industry,
and data on defined populations.
Verification of data.
The analysis of data. The quality of the results of the analysis will depend on
the quality of the system for data storage and analysis.
The support and promotion of comprehensive specialized monitoring centres
and systems which can provide additional data, such as demographic data, and
which may be especially useful for the investigation of drug safety problems.
Provision of feedback to individuals reporting data.
Making validated data on adverse reactions available to non-participating
countries, health professionals and, if requested, pharmaceutical companies.

» Monitoring the impact of their wamnings on prescribing patterns and drug use.

Confidentiality of individual patient data and information on reporting persons
. ghould be guaranteed.
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The limitations of systems based purely on voluntary/spontaneous reporting
should be recognized. This is especially a problem for tropical disease drugs that
are used primarily in countries with limited human and financial resowrces. In
some countries prospective cohort studies have been set up, based on pharmaco-
epidemiological methods.

Monitored release

The data available on certain drugs intended for the treatment of specific diseases
or appearing to have special advantages for some patients may not be sufficient to
permit their release for general use. In such circumstances it may be desirable to
release the drugs on a restricted basis, e.g. for use only in hospitals with special
arrangements for monitoring patients.

Regulations on the distribution and prescription of drugs

Strategies for the distribution and marketing of drugs constitute an integral part
of any national drug policy. Drugs must reach the consumers who need them
and do so at the right ime. A drug act cannot by ifself ensure that drugs reach
those in need of them, but it can help in establishing efficient channels of
distribution. Drugs constitute a special kind of consumer goods, which must not
be indiscriminately distributed.

The regulations should stipulate who is entitled to distribute, prescribe and
dispense drugs and indicate that drugs can be placed in different categories.

Whether a drug should be obtainable only on prescription or should be available
for self-medication has to be decided after careful evaluation. Consideration of
the prescription status of a product should be linked to the registration
procedure. Drugs will normally be classified in prescription and non-
prescription categories. Other categories may be stipulated by the regulatory
authority, for example narcotics and psychotropic substances.

In general, only registered medical practitioners, dentists and veterinanans
should be authorized to prescribe drugs in the performance of their professional
work. However, limited prescribing authority may be granted to nurses and
other health personnel who have received adequate education and training.

A licence should be required in order to establish a pharmacy. In the same way
as manufacturers and wholesalers, a pharmacy must have adequate premises
and be operated in accordance with professional standards. It should be
managed by a registered pharmacist. In some countries the licensing of
pharmacies is used to regulate the number of new pharmacies and to achieve a
more even distribution. Where desirable, such measures may be considered.

Prescription drugs should be dispensed to patients only by pharmacists or
through approved health institutions. However, dispensing authority may also
be granted to pharmacy technicians and other health personnel who have
recejved adequate training, Physicians sometimes need to dispense medicines to
their patients as part of their practice. In these circumstances they should be
required to maintain adequate controls and records.
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Specific legal issues

Patents
Protection of intellectual property must be considered in developing a national
drug policy. The issues are complex and involve commercial and industrial
activities. The appropriate agencies within the government should therefore work
jointly to develop an overall policy for the country in relation to national priorities
on this issue.

Policies on brand and generic names
Since the 1950s, WHO has been responsible for assigning international
nonproprietary names (INNs) to pharmaceutical substances. These are generic
names used for the easy identification of drugs.

Companies involved in research and development generally market their products
under brand names (trade marks). In many countries, new pharmaceutical
products are protected by a patent. When the patent expires other manufacturers
may enter the market with the same drug. The original company in most cases
continues to sell the product, using the brand name originally adopted. New
competitors may also give the product their own brand name or may simply use
the generic name.

Pharmaceutical products may be offered for sale either under a specific brand
name (trade mark) or under the genetic name. Multiple-source products may be
put on the market either under a given brand name (branded generics) or under
the INN or generic name alone (commodity generics). A generic name is not the
exclusive property of any individual person or corporate body. Brand names, on
the other hand, are a form of commercial property. The question of brand names
therefore has to be considered in the light of the country’s general policy regarding
commercial property, a policy that will involve other commercial and industrial
products in addition to pharmaceuticals. For this reason, when national drug
policy in relation to brand names is being decided, including such questions as
permission to include the brand name on the label or what prominence it should
have, consultation between the departments of health, trade, and industry and a
review of the experience of other countries that have used alternative systems are
advisable. Measures to regulate the use of brand names should take into account
long-term national and social goals, including the need to encourage investment
and research.

Prescribers may be allowed to prescribe by brand name or by generic name,
specifying the manufacturer if two or more products are available for the same
indications. Different countries, and different health institutions within them, use
a variety of means to encourage prescribing and dispensing by generic names. A
pharmaceutical product sold under its generic name is usually cheaper than its
identical or equivalent branded product; prescription of generics can therefore
result in significant monetary savings. In the purchase of drugs, however, whether
or not potential savings are foreseen, the ability of the supplier to ensure
continuous supplies of good quality is paramount. This may be especially
important in countries where the regulatory agency is unable to ensure the quality
of pharmaceutical products; there the cost of providing such assurance has to be
weighed against the savings anticipated in the purchase of the least expensive
products.
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Generic substitution is practised in some health care systems where the dispensing
of less expensive generic products may be optional or required. In such a case a
constantly updated formulary of interchangeable generic drugs is needed.

National drug policies need to take into account international treaties and
conventions to which the country is already a party, e.g. the Convention on
Psychotropic Substances and the Single Convention on Narcotic Drugs as well as
arrangements under the General Agreement on Tariffs and Trade/World Trade
Organizaton.

2.2 Selection of drugs

The selection of drugs to meet the health needs of the population is an important
part of a natonal drug policy. It provides a rational basis not only for drug
procurement at the national level but also for establishing and meeting drug
requirements at different levels within the health care system.

Principles of drug selection

The selection of drugs is intended to rationalize the use of drugs that satisfy the
health needs of the population and that at the same time can respond to the
health needs of the individual. Universal principles include drug efficacy, safety
and quality. In addition, the principles of medical need and relative cost-
effectiveness are influencing factors. The selection process and selection criteria
should be applicable to the choice of drug substances as well as the
pharmaceutical products containing these substances.

Selection process

A standing committee should be appointed to give technical advice. The
committee should include individuals competent in the fields of medicine,
nursing, pharmacology, pharmacy, public health, and consumer affairs.

Because the success of any national drug policy depends on its general acceptance,
transparent mechanisms should be established for consultation with interested
parties, including representatives of professional bodies, pharmaceutical
manufacturers, and consumer organizations. While such formal and informal
consultation with representative interests is needed to ensure that the selection of
drugs reflects broad policy objectives, the process of drug selection by the
committee members should be carried out independently. In this process, only
international nonproprietary names should be used.

Crucial stages in the selection process are to

- identify the health problems
- define standard treatment guidelines
- identify drugs needed.

The appropriate health authorities should decide on both the specified level of care
and the qualifications of health workers that are required for prescribing one or
more drugs in particular therapeutic categories. Consideration should also be
given to the competence of such personnel to make a correct diagnosis. While in
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some cases health staff with more advanced training may be needed to diagnose
and initiate treatrment, it should be recognized that personmnel with less training
may be able to supervise maintenance therapy.

An essential drugs list should be updated at least every second year and more
often if necessary. Revision is likely to be needed because of advances in drug
therapy and in order to meet needs in the light of clinical experience.

The application, implementation and impact of the resulting list should be
monitored on a regular basis.

Selection criteria

The choice of drugs depends on many factors, such as the pattern of prevalent
diseases; the treatment facilities; the training and experience of the available
personnel; the financial resources; and pharmacogenetic, demographic, and
environmental factors. The following criteria will enable a rational selection
process.

i Drug selection should be based on evaluations of efficacy and safety
obtained in controlled clinical trials and/or epidemiological studies; if
necessary, referenice may be made to other regulatory authorities that have
already taken decisions based on clinical trials. Guidelines for such trials
have been set forth, as an annex to the report of a WHO Expert Committee

(10).

Regulations should be formulated to ensure that the selected
pharmaceutical products meet adequate quality control standards,
including stability and, when necessary, bioequivalence. Suppliers should
provide documentation of the drug's compliance with the requested
specifications. This is especially important where national resources for
this type of control are not available.

Cost tepresents a major criteriont in selection. In comparing the costs of
different drugs the following elements should be taken into account:

(a) the cost of the treatment regimen rather than the cost of the dosage
form;

(b) the cost of treatment in relation to the savings made by, for
example, reducing the need for surgery or hospitalization;

(c) different rates of success of treatment achieved, as a result of
variations in patient corpliance;

(d)  reduced loss or waste achieved by using more stable products.

When several drugs are available with the same indication, or when two or
more drugs are therapeutically equivalent, the aim should be to select the
pharmaceutical products that provide the most favourable risk-benefit and
cost-benefit ratio.

Essential drugs should in principle be formulated as single compounds.
Fixed-ratio combination products are acceptable only when the dosage of
each ingredient meets the requirements of a defined. population group
and when the combination has a proven advantage over single
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compounds administered separately in therapeutic effect, safety and
compliance.

vi New drugs should be introduced into an essential drugs list only if they
offer distinct advantages over drugs selected previously. If new
information on drugs already in the list shows that they no longer have a
favourable risk-benefit ratio, they should be deleted and replaced by safer
drugs. It should be remembered that, for certain conditions, non-
pharmacological forms of therapy or no therapy at all may be preferable.

vii When two or more drugs are similar, preference should be given to drug
products on the basis of established local experience in therapeutic use
and/or their production in reliable local facilities.

viii  As a general rule, pharmaceutical dosage forms are selected on the basis
of their general utility and availability. In many instances, a choice of
preparations is provided, particularly in relation to solid dosage forms.
The selection should also be based on a consideration of
pharmacokinetics, bioavailability, stability under ambient climatic
conditions, and established local preference.

ix The increasing prevalence of strains of common pathogenic bacteria and
parasites resistant to widely available, relatively cheap anti-infectives
included in the WHO model list is, in many cases dangerously eroding
these products’ effectiveness. Knowledge of prevailing sensitivity
patterns is vital to the proper selection and use of such drugs, and to the
development of appropriate prescribing policies.

Applications of drug selection

National drug policies should be explicit with respect to the application and
authority of essential drugs lists, national formularies, or other forms of selective
drug lists. The preceding selection criteria are universally applicable, and may
be applied in different settings for different objectives.

National essential drugs lists and national drug formularies should serve as the
basis for all formal education and in-service training of health professionals, for
the preparation of formulary and therapeutic manuals, and for health education
of the public about drug use. Essential drugs lists should serve as the primary or
exclusive basis for public-sector drug procurement and distribution. They
should also serve as the basis for drug donations (see section 2.3) and for supply,
training and monitoring.

Selective drug lists may be developed and used by social security organizations
and other health insurance organizations for reimbursement purposes.

The concepts of drug selection can equally be applied to the selection of medical
supplies, reagents and equipment.

Traditional medicines

[n many countries experience has been accumulated in the use of locally available
drugs of natural origin, mainly medicinal plants, and some of them have been used
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effectively. Symptomatic treatment is frequently required in primary health care
and in these cases the use of traditional drugs may often be medically and
economically justified. Some countries may therefore wish to include traditional
medicines in their national drug policy. When infroducing traditional medicines
into organized health care, countries should:

- identify the health conditions that can be treated by traditional medicines;

- develop appropriate methodology and technology for the identification,
development and production of traditdonal medicines to enhance their
medical, economic and sociocultural benefits and acceptance;

- undertake studies to evaluate the safety of the drugs;

- encourage patients, physicians, pharmacists and other health workers to
notify adverse reactions, especially when herbal remedies are used in large
amounts for prolonged periods.

One of the more difficult issues with traditional medicines is their nomenclature.
They are usually known by a local name, which often varies from one country to
another. While there are a few pharmacopoeias that include official names, there is
no well recognized convention for naming these substances.

A committee including traditional healers and experts in phytotherapy,
pharmacognosy, toxicology and other related fields should establish the criteria for
selection of traditional medicines for health care systems. Use of the WHO
guidelines for the assessment of herbal remedies is recommended (11).

2.3 Supply

34

A national drug policy should have as a main objective the availability of effective,
good-quality drugs at a reasonable price. This implies that policies on production,
procurement, storage and distribution must be established, with good coordination
between the four areas.

Local production

There are three main types of pharmaceutical production:

- producton of active substances and intermediates;
- production of finished dosage forms from excipients and active substances;
- packaging of finished products or repackaging of bulk finished products.

The production of active substances and intermediates should not be an objective
in itself. It depends on the availability of natural resources or on a long tradition in
the chemical and related fields. A study of the international market for
pharmaceutical raw materials - including their costs - and of global needs should
precede any initiative in this area. Information on the price of some raw materials
is available from various sources, including WHO. However, price should be
considered together with the quality offered/ guaranteed.

The practicability of building up, step by step, a viable pharmaceutical production
industry, with the aim of achieving self-reliance in pharmaceutical supplies,
depends on many factors. These include: (a) population size and per capita
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income; (b) the available technical human resources and supporting infrastructare;
(c) the geographical and climatic conditions; (d) water and energy supplies; and
(e) the distribution network.

Some countries consider that drug manufacturing plants may contribute to
reducing foreign exchange needs, providing employment, and improving the
balance of trade, and contribute to industrial development in general. However,
the economic conditions for efficient production are frequently very stringent and
sometimes the supply of drugs is better achieved through international trade.

The decision to develop local drug production is not based only on economic
criteria. It can also be based on social, political and strategic factors such as to:

- create jobs

- provide drugs to national and international public health programmes
aimed at disease control,

- reduce excessive dependence on imports.

There are often major limiting factors. In many cases, it is not possible to produce
economically all the pharmaceutical products needed in one country. Ideally,
therefore, cooperation between countries is desirable. Some countries may wish to
consider participating in regional arrangements with neighbours so as to achieve
economies of scale and greater cost-effectiveness. The decision as to whether
essential drugs are to be produced by a government factory under the
responsibility of the ministry of health or the ministry of industry or by private
industry depends on local conditions and the sociopolitical structure of the
country. When local production of drugs is to be established it is important to
ensure that the products meet appropriate standards of quality.

When undertaking market analyses and other financial studies, particular attention
must be paid to the prices of products with which locally produced drugs will
compete. In cases where the prices of generic products in international trade will
probably be lower than those of locally produced drugs, the advantages and
drawbacks should be carefully analysed before investing in production. It is
important that drugs sold under INNs should be among the drugs produced.
Generic products will soon represent an increased share of the drug trade in the
developed world; developing countries should therefore encourage this type of
product through their national drug policy.

Developing countries interested in undertaking local production should also take
into account the following considerations:

» Command of the appropriate technology is a critical factor, but managerial
maturity and skills are just as important.

s The capacity of the local market (mainly in the private sector) to absorb local
production should be carefully estimated. The public sector often operates on a
limited budget.

» Exports to neighbouring or other countries can be achieved only if there is
sufficient demand and if good-quality drugs can be supplied at favourable
prices; exports should not be the prime objective, but an additional element to
give the production project a stronger base.
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» Local production should be aimed initially at the large-scale supply of essential
drugs under their generic names.

Some categories of drugs or drug products, such as ointments and solutions, may
be more suitable for local production in the initial phase. Materials for such
products are generally available locally. ‘

Vaccines need special consideration. Before a decision is taken to produce
vaccines, such factors as the rapid progress of biotechnology and the availability
on the world market of vaccines of high quality and low price should be
considered.

Procurement

To ensure that the population has access to pharmaceuticals, procurement in both
the public and private sectors should be performed efficiently. In the public sector,
the system should be based on a systematic tendering procedure with
prequalification of suppliers. As pharmaceuticals represent an important part of
public purchasing and are among the commodities most needed by a country, it is
essential, particularly when economic resources are limited, for the government or
public agencies concerned to establish a system of procurement from multiple
sources of supply, domestic or international. Substantal public savings can accrue
from effective procurement. In the private sector, this mode of purchasing car be
used for the most important products in terms of sales.

Drug procurement should be adapted to the needs of the public and the private
sectors. The public sector should follow the national essential drugs list.

Procurement should include a quality assurance system covering registration,
quality control, control of imports, effective drug inspection and the application of
the WHO Certification Scheme on the Quality of Pharmaceutical Products Moving
in International Commerce.

Market intelligence is of enormous benefit for drug procurement and strengthens
the country’s bargaining power. It can be obtained through continuous survey and
analysis of:

- supplier performance, including reliability;

- price trends, with early detection of speculation and other influences on the
market;

- the reliability of quality assurance, e.g. through batch certificates and
control;

- information on new drugs, especially their registration status in the country
of origin and elsewhere;

- information on product interchangeability, as described in the guidelines
on registration requirements to establish interchangeability adopted by the
WHO Expert Committee on Specifications for Pharmaceutical Preparations

(12).
Procurement organizations

In some developing countries in the public sector a procurement system, based on
worldwide tender, has been established as one of the activities of the ministry of
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health. The system includes private and public facilities for storage, packing,
repackaging, transport, quality control, and often production of some dosage
forms, e.g. powders, ointtents, solutions and elixirs. The admirgstration of such a
system requires the technical and financial expertise that is provided by
professionals such as pharmacists and accounting and statistical staff. Usually the
procurement agency obtains not only pharmaceutical products and vaccines but
also other medical equipment and materials. However, this model has not always
been successful because of lack of financial resources, foreign exchange,
bureaucratic procedures, low staff motivation, and so on.

Other models are being implemented in some countries, for example autonomous
or semi-autonomous supply agencies. These are established as parastatal bodies
under the ministry of health or as independent organizations. The objective is to
achieve the efficiency and flexibility associated with private management while
maintaining a public health approach through some form of government control.

In the private sector, wholesalers undertake the procurement of drugs and their
distribution. The number of wholesalers will vary; in most developed countries, it
is tending to decrease.

Procurement process

In the public sector, the first step in the procurement process is to prepare estimates
of the types and quantities of pharmaceutical products that will be required
annually, biannually, or quarterly to satisfy the needs of the health services.
Ideally, estimates of types and quantities should be based on up-to-date health
information and should take into consideration the available financial resources.
In many developing countries these requirements are difficult to meet in the initial
phase owing to incomplete or unreliable information regarding disease patterns.
In practice, therefore, the estimates are usually based on past drug use, and may be
re-evaluated and revised through inveniory control and utilization surveys. A
practical manual describing methodologies for estimating drug requirements is
available from WHO (13). These methodologies have proved helpful in achieving
a more systematic approach to estimating drug requirements.

In order to keep the price of drugs low, products can be bought in bulk and
repackaged in the country with standardized packing and labelling; the need for a
clear distinction between different pharmaceutical products and their strengths
should be kept in mind. Here special attention should be given to the clarification
of product liability issues as well as to drug stability and pharmaceutical
responsibility. The procurement agency will require specialized technical staff for
packing, stock-keeping and quality control, and premises for storage and packing;
this will increase the administrative costs.

The unit price of bulk drugs and/or pharmaceutical products can be considerably
reduced by ordering large quantities. Whatever the status of the procurement
agency, it is important to collect and aggregate drug needs at national level. Once
the selection has been completed and the prices have been fixed, procurement can
be done centrally or at lower levels. Accordingly, tenders should be requested
annually, or at long intervals, for products that have a long shelf-life and stable
international prices. Experience has shown that it can also be cost-effective for
countries within the same region to procure a number of drugs joirtly. The
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procurement of patented products, or products produced by a few manufacturers,
requires negotiation of price. Here market intelligence is of great importance.

Drugs are frequently donated by international organizations. These drugs should
match the recipients’ needs. Certain other guidelines should be followed. In
particular, donors should provide drugs that are essential and have not expired;
the expiry date should be verified by the donor. In addition, the national
regulatory authority should be involved to ensure the quality of donated drugs. It
is recommended that donors follow WHO's guidelines for drug donations (14).

Distribution and storage

The drug distribution policy is a key factor in the pharmaceutical supply system. It
js necessary to devise and implement a system that leads to safe distribution of
good-quality drugs at the lowest possible cost and that reaches the majority of the
populatior, especially in remote areas of the country. Such a system is often best
based on a combination of private and public sector initiative.

The existence of the distribution system in both the public and the private sector
must be taken into account; however, each sector should be responsible for
performing efficiently.

In the distribution system, the transportation of drugs should obey drug quality
requirements, particularly maintenance of the cold chain and attention to
maximum temperatures permitted for some pharmaceutical  products.
Distribution and storage by both public and private sectors should be regulated
and monitored to ensute the quality of drugs at all levels of the distribution
network. There is evidence that it is miore efficient to use the private sector for
certain drug transport and transit operations.

Wholesalers and retailers in the private sector should be taken into account when
developing a national drug policy, particularly the distribution policy. In countries
where the existing pharmaceutical distribution system is not sufficient to meet the
populatior’s needs, it may be useful to create intermediate and peripheral storage
facilities managed by appropriately trained personnel.

This kind of distribution system allows easy geographical access to drugs needed.
For this purpose, sufficient numbers of pharmacy technicians and auxiliaries will
need to be trained. In addition, simple procedural manuals should be prepared
and made available in all such storage facilities.

Because of the lack of product information and inadequate inventory control,
drugs may remain unused in the storage facility. Information on drug
procurement, needs and availability should be channelled to all those taking part
in the distribution system.

The kit system has been used with success in several countries particularly in
emergericy situations. However, it is not suitable for long-term supply to health
institutions. - - \

' While remuneration to cover the distribution costs for wholesalers and retailers is
necessary to maintain distribution activities, its level should take into account the
need for drugs to be affordable to the population.
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The success of the national drug policy largely depends on the efficient distribution
of drugs to patients. The provision of education, fraining and information for
practiioners (prescribers and dispensers) also contributes to this success.
Workshops and seminars on rational drug use are important in both public and
private sectors.

2.4 Pharmaceutical quality assurance

Quality of drugs? is of the utmost importance from the public health viewpoint.
Establishment of quality is the first step in introducing new drugs (neither
toxicological nor clinical studies have meaning without adequate, standardized
quality and the guarantee that it may only vary from batch to batch and during
the product’s shelf-life within specified limits). Moreover, a test of a drug’s
quality is the first indicator, relatively easy to determnine, that the product
characteristics may have changed in a way that may also cause changes in its
safety and efficacy.

Quality assurance is a wide-ranging concept covering all matters that
individually or collectively influence the quality of a product. It is the totality of
the arrangements made with the object of ensuring that pharmaceutical products
are of the quality required for their intended use. It is a system for organizing
and monitoring the entire process, from the acquisition of a pharmaceutical
substance to its conversion into a finished product and making it available to the
consumer. Its purpose is to ensure that the user receives a product that meets all
established specifications and standards throughout its shelf-life and at every
stage of drug supply, and is safe, effective and of good quality. Pharmaceutical
quality assurance therefore incorporates good manufacturing practices, similar
requirements relevant to pharmacies (generally referred to as good pharmacy
practices), and other factors, such as good laboratory practices and good clinical
(research) practices, relevant to product design and development.

The acceptable quality for drug substances and products should be the same in
every country. As far as possible, the same level of quality assurance should be
applied to donated drugs.

* The rerm “quality” has been defined by the WHO Expert Committee on Specifications for Pharmaceutical
Preparations (13) as follows:

The suitability of drugs for their intended use is determined by (a) their efficacy weighed
ageinst safety to health according to label claim or as promoted or publicized and (b) their
conformity to specifications regarding identity, strength, purity, and other characteristics,

Although these two groups of factors may be considered separately, they are, to some
degree, interdependent.

In order to ensure that all baiches of a given drug are equally efficacious and safe, it is
essential to establish adequate specifications for the drug and its dosage forms. The desired quality
can then be achieved by striet adherence to these specifications. In fact, once their efficacy and
safety have been established, the quality of drugs available in commerce is judged by identifying
them and by determining their strength, purity, and other characteristics.
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The aim of pharmaceutical quality assurance is both (a) to assure the quality of
drugs directly and (b) to assure the quality of all professional pharmaceutical
activities and services that may affect the quality of drugs.

Thus, quality assurance has a preventive character and has a broader scope than
quality control that can simply identify mistakes that have already been made.

Coverage of pharmaceutical quality assurance systems

Pharmaceutical quality assurance systems should cover drug design and
development, registration, procurement of drug substances, import and
industrial manufacture of drug products, their compounding in pharmacies, and
all types of distribution, including wholesaling and retailing.

Elements of a pharmaceutical quality assurance system
A quality assurance system has three basic facets: legal, regulatory and technical.

Legal base

The enabling legislation should provide the necessary authority for the
development of specific regulations relating to quality assurance and assessment
in all areas indicated above.

Regulatory elements

Regulatory elements should include the central drug control administration or
drug regulatory authority (see section 2.1). Regulatory drug control should
include the following activities:

Registration of new drugs and its regulation (including terms of reference for
registration, drug assessment and quality standards - see section 2.1).
Licensing of drug manufacturers, wholesaler distributors, various types and
levels of pharmacies and, in some instances, importers.
Operation of the national drug quality control laboratory.
Professional inspection of the drug supply chain, including other drug quality
control laboratories.

= Recall procedures.

The system for regulatory drug control must prevent the procurement,
marketing and use of substandard, counterfeit, false and spuxious drugs (16, 17).

Technical and administrative elements

The technical elements of a quality assurance system should include quality
specifications, basic tests, requirements for good manufacturing practices, and
wholesale and retail pharmacy.

Good practices in the manufacture and quality control of drugs
Overall quality assurance in the manufacture of drugs, including proper
organization of production and control activities, is essential to ensure that the
consumer receives drugs of a high standard.’

! At the Twenty-eighth World Health Assembly in 1975, the original text of “Good practices in the
manufacture and quality control of drugs” was adopted. A revised text was approved by the
WHO Expert Committee on Specifications for Pharmaceutical Products (18) under the new title
“Good manufacturing practices for pharmaceutical products”. This new text contains three parts:
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Although GMP principles are intended to govern drug manufacturing activities,
some of their elements may be applied by drug distributors and wholesalers.
Consequently, they form the basis of the inspections carried out by the drug
regulatory authority (see section 2.1).

It is important to note that the GMP guidelines are directed more to
organization, docurnentation and discipline in work than to the implementation
of costly manufacturing technologies. The subject is by no means a theoretical
one that only rich countries can afford. On the one hand, application of these
international principles can prevent the possible harm to people caused by
substandard medicines. On the other hand, once introduced, they may make
production cheaper by reducing the number of substandard batches that must be
re-manufactured or wasted.”

WHO Certification Scheme on the Quality of Pharmaceutical Products
Moving in International Commerce
The Certification Scheme is of special potential value for countries with limited
resources for regulatory drug control.®

The Scheme is non-mandatory and depends much on the good faith of the
competent authorities in exporting countries. [t is possible to join the
Certification Scheme as an “importing” (certificate receiving) country
exclusively, even if the country performs also some drug export activities. This
is recommended for countries with limited resources for regulatory drug control.
The WHO Certification Scheme is generally considered superior to “free sale
certificates” for finished products (which do not cover data on government
inspections to check compliance with good manufacturing practices, approved
indications, etc.), and should replace them. The Scheme provides the importing
drug regulatory authority with the expertise and independent information of the
exporting country’s drug regulatory authority. However, it cannot take the place
of licensing and registration. It is intended to strengthen such systems, not

+  Quality management in the drug industry: philosophy and essential elements;

s Good practices in production and quality contrel;

* Supporting and supplementary guidelines (with sections on sterile pharmaceutical products
and good manufacturing practices for active pharmaceutical ingredients).

* The WHO Expert Committee on Specifications for Pharmaceutical Products has endorsed, as a
supplement to the main GMP text, the guidelines on good manufacturing practices for biological
products prepared jointly with the WHO Expert Committee on Biclogical Standardization (19).
Supplementary guidelines on good manufacturing practices for herbal medicinal preducts as well
as those on process validation were consulted.

¢ Under the Certification Scheme, the competent drug regulatory authority of the exporting country
must certify whether or not the drug is registered and permitted to be sold in that country. Ifitis,
it must also submit the date and number of registration, If it is not, the reasons must be stated. The
competent drug regulatory authority of the exporting country must also certify that the
manufacturer’s facilities are inspected regularly (the date of the last inspection indicated) and that
they comply with WHO standards of good practices in manufacture and quality centrol.
Moreover, as a result of a current review, the therapeutic indications for which the product has
been approved and/or the whole approved summary of product characteristics (data sheet) may
also be provided together with the basis of approval. In 1988 and in 1992, the scope of the
Certification Scheme was extended, in accordance with World Health Assembly resolution
WHA41.18. Active ingredients were also included.
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replace them. Moreover, maintenance of the national quality assurance system is
still necessary, for the Scheme does not deal with transit and storage conditions

-once products have been released by the manufacturer,

Stability of drug substances and products
Stability studies should cover all pharmaceutical substances, not just a few
critical ones such as biological products; the stability of all drug substances and

products under extreme tropical conditions is equally important. The need for

stability studies of products bought in bulk and repackaged in the country has
already been emphasized above (see section 2.3).

Structures of a pharmaceutical quality assurance system

A pharmaceutical quality assurance system has two different but complementary
components that may be wused equally by regulatory bodies,
manufacturers/ importers, wholesalers, and other interested groups : inspection
and laboratory quality control testing.

Inspection is intended to ensure that all the professional activities within the
drug manufacturing and supply chain comply with the requirements of the
licence as well as with professional regulations.

Quality control laboratories are responsible for checking, by appropriate testing,
that drugs are of the required quality. Each drug regulatory authority should
have access to at least one such laboratory, which will also play an important
role in the registration process and the surveillance of marketed products.
Regional laboratories answering local needs may also be established. At high
levels of control, the establishment of quality control departments within drug
manufacturers and wholesalers/ distributors, working under the strict control of
governmenital inspectors and the national drug quality control laboratory, may
be a prerequisite for the issue of the corresponding licences.

It should be noted that different structures and elements of quality assurance may
have special emphasis in different areas. Thus:

+ From the manufacturer’s point of view, quality assurance may mean chiefly the
application of good laboratory practices and good manufacturing practices
(including quality assessment), extended also to product development and
formulation.

e For drug regulatory authorities, it relates mainly to inspection to ascertain

compliance with good laboratory, manufacturing and clinical practices, drug
evaluation and post-marketing surveillance; it also covers the implementation
and use of the WHO Certification Scheme for imported drugs.

« For distributors, it entails purchasing from reliable sources, inspection at the

time of receipt, proper storage and dispensing, correct contract specification,

- targeted laboratory testing, reporting suspected quality defects to the national
~centre and so orn. :
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2.5 Rational use of drugs

The goals of a national drug policy can only be achieved if medicines are used in
an appropriate and safe way and only when needed. Therefore a policy on
rational use of drugs is an extremely important part of a national drug policy. Its
aim is to contribute to the health of the country's population by improving the use
of medicines by health workers and consumers, and by encouraging the activities
of government, industry and the media in support of rational drug use.
Involvement of all sectors is particularly important as the actions of all
{(government, industry, health workers and consumers) at individual and group
levels affect the way in which drugs are used. Governments can take a leadership
role by adopting a clear policy on rabional use of drugs that involves and
encourages key groups to develop complementary policies and practice. For
example, they may involve therapeutic committees responsible for the
development of standard treatment guidelines; professional associations, which
establish standards of professional practice and continuing education; academic
institutions, which are responsible for basic training, research and practice support;
industry; and consumer groups.

The factors influencing drug use are many and interrelated. Much still needs to be
learnt, particularly about how people conceptualize illness and treatment and why
they take certain actions. While research has produced interesting findings, very
few of the insights gained have been used in the practical development of policies
and programmes. No single approach is likely to work. Rather, a variety and
combination of strategies tailored to the needs of the different groups in society
and the different working environments of health workers will be needed.

Objective drug information

A medicinal product must be accompanied by appropriate information. The
quality of information accompanying the drug is as important as the quality of the
active substance. Information about drugs and drug promotion can greatly
influence the way in which drugs are used. Monitoring and control of both these
activities are essential parts of any national drug policy.

In a report to the Forty-seventh World Health Assembly in 1994 (20), the Director-
General of WHO reiterated the importance of drug information and concluded that
"a concerted effort is needed by ministries of health and of education, the academic
world, consumer organizations and the pharmaceutical industry, WHO and other
health and development agencies in their respective fields of competence to ensure
improved drug information and use and related education and training”.

Criteria that should apply to the development of objective infoxmation are that it
should be: based on agreed standards; available, accessible and understandable to
users; flexible and provided in a variety of forms; relevant to user needs,
recognizing the multicultural nature of many societies; independent, unbiased and
with no advertising; developed with user input; and pilot tested for usefulness and
acceptability.

Drug information is the basis for the development of tools essential for rational
prescribing and use such as formularies, standard treatment guidelines and
consumer information. Without reliable information these cannot be developed.
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Drug information can be provided through regulatory and other channels and
should be targeted at specific groups with relevant messages.

Drug information for health personnel

Regulatory information
Information material in the form of drug information sheets and labels is provided
by manufacturers as required by regulators. The content of this information is
approved by the national regulatory authority. In its sixth report (21), the WHO
Expert Committee on the Use of Essential Drugs gave a sample list of the
information that should be included in the drug information sheet. The list is
intended for adaptation, as appropriate, to each country's needs.

Other sources of information
Comparative, independent, reliable and objective information is also needed for
appropriate therapeutic decisions. This can be provided in the following ways:

» By establishing a drug information centre, which often requires government
support to assure its autonomy.

» Through participation in the development of treatment guidelines and drug
formularies, the formation of drug and therapeutic comimittees, involvement in
teaching and clinical meetings, surveys of practice, and outreach services by
staff from the drug information centre.

» By developing a national drug information bulletin or newsletter. This is
particularly helpful in some countries since it can outline the justification for
important decisions taken by the local regulatory agency and can offer
objectively written articles focusing on drug use and appropriate prescribing
practices.

+ By disseminating independent scientific literature on the rational use of drugs
and on therapeutic advances, as published by international organizations such
as WHO, national regulatory authorities, and other scientific bodies, including
material from peer-reviewed medical journals. WHO provides model
prescribing information on the use of drugs for specific diseases. This is
intended for adaptation to local needs.

+ By the organization of training programmes, symposia, and lectures for the
various groups of health personnel.

e By the development of treatment guidelines and educational material on the
appropriate use of drugs by community health workers or paramedical
personnel at the primary health care level.

Drug information for consumers

Information similar to prescriber information, but in language that is
understandable for the non-health professional, should be provided to consumers.
In many countries this is done through patient information sheets: and drug
labelling. These should be regulated to ensure accuracy. Other information may be
provided in the form of brochures, through campaigns and, most importantly,
through patient counselling. In populations with a low level of literacy, additional
ways of presenting information can be used.

Rational use of drugs by health personnel

' The therapeutic encounter between the patient and the prescriber/ dispenser has a
‘major impact on the quality of care. Even if drug supply and diagnostic services
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are excellent, treatment may be inadequate. For the patient to receive correct
treatment, the overall prescribing and dispensing environment must be supportive
and this should be covered when policy is formulated. Strategies include the
investigation and mordtoring of drug use practices, leading to appropriate
interventions to address identified problems.

Drug use practices by health personnel can be investigated relatively easily
utilizing quantitative and qualitative techniques. When a significant problem is
identified, an intervention should be developed to remedy the situation. The
intervention should address the underlying cause of the problem, be targeted to
those persons or faciliies where the problem is most pronounced, and focus on a
specific behaviour to be changed.

In the past, training alone was thought to be the solution to irrational drug use.
However, in many situations, levels of knowledge have been found to be good
while practice has been deficient. There are frequently other causes of inadequate
performarice.

Requirements for rational drug use

Adeqguate diagnosis
For a correct diagnosis to be made, the prescriber must have adequate knowledge
and motivation, private examination facilities, and sufficient time to take a history,
perform an examination, and explain to the patient the diagnosis and treatment.

Correct prescribing
To prescribe correctly, the prescriber must know which drug to prescribe for which
diagnosis or complaint and when treatment without drugs is appropriate. Where
nurses or basic health workers actually prescribe, they should be specifically
trained to do this.

Appropriate dispensing
For correct dispensing to occur, the dispenser must be trained, have adequate time,
have the necessary materials (containers, labels), and have a dispensary where it is
possible to communicate with patients.

Patient adherence to treatment (compliance)
Patient adherence to treatment is dependent on understanding and acceptance of
the treatment: this results from effective communication between prescriber,
dispenser and patient.

Improvements are possible in all the areas listed above, provided that the
underlying causes of any shortcomings have been clearly identified.

Measuring drug use

In any situation, measurement of present practices, followed by investigation of
the underlying reasons for practices that represent problems, should precede the
development of interventions. In 1993, WHO issued a manual entitled How fo
investigate drug use in health facilities (22)7 Other methods may utilize aggregated

’ The indicators and methods set out in this manual have been uwsed to measure drug use in over
20 countries and situations. The simple survey model propesed makes it possible to identify
priority problem areas such as polypharmacy, excessive antibiotic or injection use, short consulting
or dispensing times, and low patient knowledgs.
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information combining drug procurement and morbidity data to calculate
consumption/morbidity ratios. The use of the Anatomical Therapeutic
Classification (ATC) and Defined Daily Dose (DDD) systems may facilitate such
studies {23). As computers are increasingly used to exchange drug utilization data,
there is a need to standardize coding systems, for example for health problems,
dosage forms, and the description of adverse drug reactions.

Once the priority problem has been identified, further investigations utilizing
qualitative techniques such as observation, focus group discussions, in-depth
interviews, questionnaires and simulated patients are required. The purpose of
the further work is to understand why the problem exists and the underlying
context.

Action to promote rational drug use
Any intervention should be focused on a specific problem behaviour and tatgeted

. at those individuals or facilities that exhibit the problem behaviour. In the

development of interventions the participation of the target group in all phases of
the activity is necessary to achieve the desired outcome.

Educational approaches
The education and training of health professionals and health workers form a
major strategy to achieve rational drug use. The essential drugs concept and its
practical application should be included in the curriculum of all health

‘professionals and health workers.

Teaching medical students to prescribe rationally has a strong impact on the
future. This applies also to situations where doctors are not the only prescribers, as
their example has a strong influence on other health workers. However, it is now
increasingly being recognized that traditional medical education concentrates too
much on instilling a growing quantity of facts, rather than teaching the student
techniques of problem-solving and making rational choices between drug
treatment alternatives, which includes the skill to evaluate new drugs critically.
This implies that the objectives of pharmacotherapy training need to be defined
better, with more emphasis on the practical neéds of the future prescriber. An
undergraduate course in clinical pharmacology and therapeutics should teach the
principles of rational evaluation of therapeutic alternatives before the students
enter the wards.?

In addition, teaching hospitals have an ethical responsibility towards society to
promote rational prescribing through the example of their teaching staff, which
will then be followed by future generations of doctors. The best approach appears
to be for clinical departments in teaching hospitals to develop departmental
prescribing policies for cormmon conditions, within the national list of essential
drugs, through a process of consultation and consensus building. Such treatment
guidelines can later be integrated into 2 hospital formulary and should be used,
and enforced, as the basis for prescribing, teaching, examinations and medical
audit.

% A WHO student manual on good prescribing is now available (24). The methodelogy has been
evaluated in seven countries.
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Post-qualification training for prescribers is required in order to maintain and
update knowledge and practice, and to correct identified deficiencies in practice.
Whenever possible such training should occur on site and in small group or one-
on-one interactions, ldentifying and influencing opinion leaders is an effective
way of changing practices within a professional group. Conferences and symposia
offer further opporturuties for education.

The prescriber is an important factor in paﬁent educaton, a function that is often
neglected. Guidelines already produced in one country can serve as models for
other countries (23).

Managerial action
Options for managerial action to promote rational drug use can occur throughout
the drug procurement cycle. The essential drugs list should be organized by levels
appropriate to the expertise and training of staff working at that level. Estimates of
procurement quantities should be based on morbidity rather than past
consumption data. The allocation of drugs at each level of the health care system
should be matched to training and supervision of health practitioners at that level.

Prescribing and dispensing can be improved managerially by audit and fesdback
(including the use of "exit" interviews of patients); structured drug order forms;
standard diagnostic and treatment guidelines for different levels of health care;
packaging in quantities required for a course of therapy; and mandatory
consultations or justifications.

The option of audit and feedback has been shown to be among the most cffective
strategies progressively to improve prescribing.

Drug use databases are useful for ad hoc studies and to monitor the impact of
policy changes.

Regulatory interventions

Regulatory interventions may be rapidly effecive but can have unintended
impacts. Thus they should be used with caution. Options that have been shown
to be effective in some circumstances include: fixing priorities in the registration of
drugs on the basis of medical need; restrictions on the level of use for both
prescribing and distribution; dispensing controls, which can include lirniting the
gquantities of drugs dispensed for some categories; and the use of convenient
packaging, such as blister packs.

Combining actions
Whenever possible, interventions of different categories should be combined either
simultaneously or sequentially. Such combinations have shown synergistic impact
when evaluated.

Evaluation and selection of approaches
For policy-makers to determine which approaches have the greatest chance of
success, careful evaluation is required. Such evaluations require good
methodology, and a recognition that information is gained even from a negative
outcome, At present the most successful interventions appear to be:

+  Audit and feedback.
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s Focused and targeted education, particularly when this includes face-to-face
trajining in small groups, ideally involving an opinion leader.

¢ Developing essential drugs lists and standard treatment guidelines combined
with focused trairing.

» Distribution of level-specific drugs combined with training and supervision.

» Structured drug order forms.

Rational use of drugs by consumers

Openness and effective communication are basic to the success of a national drug
policy. Public participation in the design and implementation of such a policy will
foster the effective use and control of drugs.

Public education in drug use

An important part of health education is public education in drug use. The overall
aim of public education in drug use is to provide individuals and communities
with information and to foster skills and confidence that will enable them to use
medicines in an appropriate, safe, and judicious way.

Public education in the appropriate use of drugs is needed because without it
people lack the skills and knowledge they require to make informed decisions
about how to use drugs (and when not to use them) and to understand the role of
drugs in health care. However, public education has often not been allocated the
necessary human and financial resources, and is frequently treated as a marginal
activity or one that should only be tackled when the other elements of drug policy
have been dealt with. There is a need to increase the priority given to public
education (26).

Irrational drug use has been well documented and includes problems of overuse,
underuse and inappropriate use. Improving public understanding of medicines
will not resolve all of these issues but, together with other activities to implement
national drug policies, it will contribute to the development of solutions.

Principles to guide public education in rational drug use inciude the following;:

s Drug use should be seen within the overall context of a society, community,
family and individual. Public education on drugs should recognize and take
into account cultural diversity and the influence of social factors such as
poverty, disadvantages and power relations that can influence drug use.

e Public education should be part of national drug policies.

« Public education should encourage informed decision-making by individuals,
families and communities on the use of drugs and non-drug solutions.

e Public education should be based on the best available scientific information on
drugs, their efficacy and side-effects.

» Nongovernmental organizations, commnunity groups, teachers, and consumer
and professional organizations have an important role to play in public
education programmes and should be involved in the planning and
implementation of educational activities. It is helpful for consortia of such
interested groups to meet regularly and plan joint activities.?

* The Mational Council on Patient Information and Education, Washington DC, USA, is an
example,







