This report contains the collective views of an infernationaf group of experts and
doss nof necessonly represent the decisions or the stated policy of the World Health Organization

WHO Technical Report Series

836

WHO EXPERT COMMITTEE
ON DRUG DEPENDENCE

Twenty-eighth Report

World Health Organization

Geneva 1993



WHO Library Cataloguing in Publication Data

WHO Expert Committee on Drug Dependence
WHO Expert Committee on Drug Dependence : twenty-eighth report.

(WHO technical report series ; 836)

1. Substance dependence 2. Substance abuse 3.Drug and narcotic control
|. Series :

ISBN 92 4120836 8 (NLM classification: WM 270)
ISSN 0512-3054

The World Health Organization welcomes requests for permission to reproduce or translate its
publications, in part or in full. Applications and enquiries should be addressed “o the Office of
Publications, World Health Organization, Geneva, Switzerland, which will be glad to provide
the latest information on any changes made to the text, plans for new editions, and reprints
and translations already available.

© World Health Organization 1993

Publications of the World Health Organization enjoy copyright protection in accordance with
the provisions of Protocol 2 of the Universal Copyright Convention. All rights reserved.

The designations employed and the presentation of the material in this publication do not
imply the expression of any opinion whatsoever on the part of the Secretariat of the World
Health Organization concerning the legal status of any country, territory, city or area or of
its authorities, or concerning the delimitation of its frontiers or boundaries.

The mention of specific companies or of certain manufacturers’ products does not imply that
they are endorsed or recommended by the World Health Organization in preference to others
of a similar nature that are not mentioned. Errors and omissions excepted, the names of
proprietary products are distinguished by initial capital letters.

Printed in Switzerland
93/9682 - Bentell - 7000
94/9990 ~ Benteli - 7000



Contents

1. Introduction

2. Concepts and definitions

2.1 Changes in terminology and terms of reference of the Committee
2.2 Use of terms

2.2.1 Dependence

2.2.2 Withdrawal syndrome

2.2.3 Tolerance

2.2.4 Harmful use and abuse

2.2.5 Dependence-producing drug

. Changes in the world situation in the last two decades

3.1 WHO activities in drug dependence

3.2 Patterns of use and responses to drug-related problems
3.2.1 Consumption of psychoactive drugs
3.2.2 Enforcement efforts
3.2.3 AIDS/HIV infection
3.2.4 The “combined approach”

3.3 Factors affecting drug use and drug-related problems
3.3.1 Transportation, migration and communication

3.3.2 Free markets, free trade, and their implications for public health

3.3.3 Some successes for regulation
3.3.4 The growth of community involvement

. Drug-related problems and patterns of use
4.1 Types of drug-related problems
4.2 Indicators of drug-related problems

5. Approaches to prevention

5.1 Public health regulation
51.1 Forms of regulation for public health purposes

5.1.2 Regulation of traditional use of naturally occurring psychoactive

drugs

5.1.3 Regulation and the rational use of medicinal psychoactive drugs

5.2 Educational approaches to prevention
5.3 Community approaches

5.4 Environmental approaches

55 Deterrence approaches

5.6 Public opinion

6. Treatment responses to harmful use of psychoactive substances

6.1 The importance of treatment
6.2 The need for a multiple and integrated ireatment response
6.2.1 The need for a diverse response
6.2.2 Primary health care
6.2.3 General medical and psychiatric services
6.2.4 Specialized services
6.2.5 Treatment within the penal system
6.2.6 Treatment services in the community context
6.3 Health service planning
8.3.1 The need for planning
6.3.2 Planning in relation o the problems posed by different types
of drugs

—

O W~ OO U &~ b

27



8.3.3 Professional training

6.3.4 Planning needs related to the emergence of HIV
6.3.5 Planning services in developing countries

6.4 What can be expected of treatment?

6.4.1

The essentials of the treatment process

6.4.2 The need to take a long-term view
6.4.3 Harm minimization
6.44 The development of treatment services

7. Research and evaluation

8. The need for an integrated national policy on psychoactive drugs

9. Recommendations
9.1 Integration of approaches
9.2 Definitions and use of terms

9.3 Health promotion and the prevention of drug use and drug-related

problems
9.4 Treatment services
9.5 Training
9.6 Regulatory control
9.7 Research
9.8 National policies and programmes
99 Human rights and ethical issues

10. Pre-review of psychoactive substances
10.1 Review procedure
10.2 Pre-review of individual substances

10.2.1
10.2.2
10.2.3
10.2.4
10.2.5
10.2.6
10.2.7
1028
10.2.9

Aminorex (INN)

Brotizolam (INN)

Coca leaf

Etryptamine (INN) or a-ethyltryptamine
Flunitrazepam (INN)

Mesocarb (INN)

Methcathinone

Tramadol (INN)

Triazolam (INN)

10.2.10 Zipeprol (INN)

Acknowledgements

References

27
27
27
28
28
28
28
28

29
30

31
31
32

32
32
33
34
35
35
36

36
37
37
37
38
38
39
39
39
40
40
4
41

41
42



WHO Expert Committee on Drug Dependence
Geneva, 28 September — 2 October 1992

Members

Dr S. Casswell, Executive Director, Alcohol and Public Health Research Unit,
Department of Community Health, University of Auckland, Auckland,
New Zealand ( Vice-Chairman)

Dr G. Edwards, Professor of Addiction Behaviour, Addiction Research Unit, Institute
of Psychiatry, National Addiction Centre, London, England

Dr P. O. Emafo, President, Pharmaceutical Society of Nigeria, lkoyi, Lagos, Nigeria
(Chairman)

Professor A. H. Ghodse, Director, Addictive Behaviour Services and Research Unit,
St George’s Hospital Medical School, London, England

Dr T. Jean-Francois, Directorate General for Health, Ministry of Health and
Humanitarian Action, Paris, France

Dr E. Medina-Mora, Head, Division of Epidemiological and Social Sciences,
Mexican Institute of Psychiatry, Mexico City, Mexico

Dr K. Poikolainen, Senior Researcher, Department of Epidemiology, National Public
Health Institute, Helsinki, Finland

Dr R. Room, Vice-President, Research and Development, Addiction Research
Foundation, Toronto, Ontario, Canada (Co-Rapporteur)

Dr D. Samarasinghe, Department of Psychiatry, Faculty of Medicine, University of
Colombo, Colombo, Sri Lanka

Dr C. Schuster, Senior Researcher, Addiction Research Centre, National Institute on
Drug Abuse, Baltimore, MD, USA (Co-Rapporteur)

Dr T. Yanagita, Director, Preclinical Research Division, Central Institute for
Experimental Animals, Kawasaki, Japan

Representatives of other organizations*

International Council on Alcohol and Addictions (ICAA)
Mr D. Turner, Director, Standing Conference on Drug Abuse, London, England

International Criminal Police Organization (INTERPOL)
Mr 1. Bain, Drugs Subdivision, General Secretariat, INTERPOL, Lyon, France

International Federation of Pharmaceutical Manufacturers Associations (IFPMA)
Ms M. Cone, Vice-President of Scientific Affairs, IFPMA, Geneva, Switzerland

International Labour Organisation (ILO)

Mr J. Dahl, Vocational Rehabilitation Branch, International Labour Office, Geneva,
Switzerland

Mr J.P. Smith, Conditions of Work and Welfare Facilities Branch, International
Labour Office, Geneva, Switzerland

United Nations Educational, Scientific and Cultural Organization (UNESCO)
Dr Z. Zachariev, Director, UNESCQO Liaisor Office, Geneva, Switzerland

" Unable to attend: Dr S. Flache, President, WWorld Federation for Menial Health, Geneva,
Switzerland; Mr H. Shaepe, Secretary, Internattonal Narcotics Conirol Board, Vienna
International Centre, Vienna, Austria; Dr M. van Hulten, Director-General, International
Organization of Consumers Unions, The Hague, Netherlands.



United Nations International Drug Control Programme (UNDCP) i
Professor A. Elmi, Senior Technical Adviser, Technical Services Division, UNDCP, |
Vienna International Centre, Vienna, Austria *
Mrs C. Fazey, Chief, Demand Reduction Section, UNDCP, Vienna International
Centre, Vienna, Austria
World Psychiatric Association (WFPA)
Professor J. Cooper, Nottingham, England

Secretariat

vi

Mr H. Emblad, Director,'Programme on Substance Abuse, WHO, Geneva,
Switzerland

Mr M. Grant, Programme on Substance Abuse, WHO, Geneva, Switzerland
(Co-Secretary)

Mr T. Yoshida, Programme on Substance Abuse, WHO, Geneva, Switzerland
(Co-Secretary)



2.1

Introduction

The WHO Expert Committee on Drug Dependence met in Geneva from
28 September to 2 October 1992. The meeting was opened on behalf of
the Director-General by Dr Hu Ching-Li, Assistant Director-General,
who stressed the long-standing close relationship between the work of the
Committee and that of the United Nations in the international effort to
control dependence-producing drugs. Since an Expert Committee first
met in 1949 to consider habit-forming drugs (7), the Committee had been
given the task of evaluating individual psychoactive substances and
recommending appropriate control measures. WHO, with the advice of
the Committee, had always played an important role within the
international drug control system of the United Nations.

Dr Hu explained . that, during the 1960s, the title of the Committee
had been changed from the “WHO Expert Committee on Dependence-
Producing Drugs” to the “WHO Expert Committee on Drug Dependence”.
At its thirteenth meeting (2), the Committee had decided to abandon the
terms “drug addiction” and “habituation” in favour of “drug dependence”
and its terms of reference had been expanded to include all technical mat-
ters related to drug dependence. Subsequently, at its twentieth meeting in
1973 (3), the Committee had discussed a wide range of topics concerning
problems related to the non-medical use of psychoactive substances.

Since 1973, the international drug scene had changed dramatically. The
use of illicit drugs such as heroin and cocaine had increased by a factor of
ten and there had been increases in the harmful use of licit drugs and
alcohol, especially in developing countries. Dr Hu requested the
Committee to look at the various strategies and approaches for reducing
substance use and its harmful consequences in the light of the changes that
had occurred since the twentieth meeting. Regarding the traditional task of
reviewing individual substances, the Committee was requested to carry out

a pre-review to identify substances to be critically evaluated at the next

meeting, which would be held in 1994.

Mr H. Emblad, Director of the Programme on Substance Abuse, referred
to the prestige that the Committee had enjoyed in the United Nations
Commission on Narcotic Drugs over the years and the responsibility

- which this entailed. He explained that the report of the twentieth meeting

had been used as a basis for preparing the agenda for the current meeting,
which would allow for both continuity and adaptation.

Concepts and definitions
Changes in terminology and terms of reference of the Committee

Many of the concepts and terminology used at the time of the twentieth
meeting are still valid. However, there have been some subtle shifts in the
terminology, reflecting recent research findings and a global sharing of



information. The basic focus of the twentieth meeting was “actions taken in
an effort to prevent entirely or reduce the seriousness of the individual
and social problems associated with the use of various types of
dependence-producing drug” (3), and this focus was adopted by a WHO
Expert Committee on Problems Related to Alcohol Consumption (4). At
its present meeting, the Committee also adopted this broad frame,

addressing a variety of problems related to the harmful use of psychoactwe
substances. In the . International Statistical Classification of Diseases and
Related Health Problems (ICD-10), Tenth revision (5), “harmful use” is
defined as “a pattern of psychoactive substance use that is causing damage
to health ... physical or mental”. The Committee’s main concern was to
identify ways of reducing or eliminating the actual or potential harm to
health and social functioning resulting from use of psychoactive drugs. For
clarity, the term “drug-related problem” has sometimes been used to refer
to a specific type of harm.

Although there have been subtle shifts in the definition of “dependence”
since the twentieth meeting, drug dependence remains the primary
concern of the Committee. A conceptual clarification in recent years,
however, has distinguished between the specific problem of dependence
and the broad range of problems or disabilities related to drug use, among
which dependence is included (6).

At its twentieth meeting, the Committee organized its discussion of the
range of strategies for reducing drug-related problems in terms of primary,
secondary and tertiary prevention, as defined below. At its present
meeting, the Committee also emphasized the need for integrated policies
covering all these strategies, but decided to consider them under the
headings of treatment and prevention.

e Primary prevention is aimed at ensuring that a disorder, process or
problem will not occur.

e Secondary prevention is aimed at identifying and terminating or
modifying for the better a disorder, process or problem at the earliest
possible moment.

e Tertiary prevention is aimed at stopping or retarding the progress of a
disorder, process or problem and its sequelae even though the basic
condition persists.

The Committee considered the different types of drug use and drug-
related problems in the population as a whole, including the total range of
patterns of use and the associated health risks. It is now well established
that the level of consumption of alcohol in a population relates to rates of
liver cirrhosis mortality and various other chronic health problems. These
findings have encouraged a reconceptualization of alcohol consumption
levels in the population as a continuum, with no natural dividing point
between heavier and lighter drinking, and have supported the idea that
alcohol-related problems —including dependence — are related to alcohol
consumption patterns. This idea is now seen as applicable to all



psychoactive drugs and implies that, in order to reduce the risk of harm,
preventive strategies must be directed not only to those with the highest
levels of consumption but also to those with less heavy patterns of use.

In the past decade the concept at the heart of the twenticth meeting, that
of “preventing problems associated with the use of psychoactive
dependence-producing drugs”, has been put forward by some sectors
of the research, prevention and treatment communities as “harm
minimization” or “harm reduction”. This approach has sometimes been
contrasted with a singular focus on reducing drug use per se. Examples of
harm reduction strategies include the provision of methadone and
needle-exchange programmes for heroin users to reduce the risk of HIV
infection, the provision of nicotine patches for tobacco users and attempts
to reduce alcohol intoxication or its potential consequences by changing
the environment in which people drink.

In the harm minimization approach, attention is directed to the careful
scrutiny of all prevention and treatment strategies in terms of their
intended and unintended effects on levels of drug-related harm. A concern
often expressed about harm reduction strategies is their potential for
communicating a message condoning drug use. Such concerns have been
expressed, for instance, concerning mass media programmes that
encourage drinking groups to nominate a non-drinking “designated
driver”, since this message might seem to condone drunkenness in the
other group members, and concerning those that provide information
about methods of solvent inhalation that reduce the risk of fatalities and
other harm. Often these concerns can be alleviated by targeting the
message to those already involved in hazardous drug use. In considering
such strategies, it should be kept in mind that the public health sector has
always been in favour of preventing or reducing the immediate
drug-related harm, even if this involves some risk of a more distant hazard
or can be seen as condoning drug use.

Since the twentieth meeting, patterns of repeated use of and dependence
on non-psychoactive drugs have also become prominent. Media attention
has focused on the use of steroids and other performance enhancers in
competitive sports, but such drugs have also become widely used among
amateur body-builders. The potential for serious health harm from
repeated use has motivated some countries to place steroids under the
same regulations as medicinal psychoactive drugs. Future years may well
see the development and use of new medicinal drugs which enhance other
aspects of individual performance, such as intellectual capacity. These
developments suggest the need for future consideration of the advisability
of expanding the terms of reference of the Committee beyond the scope of
psychoactive drugs, to include habitual non-medical use of other drugs,
regardless of the motivation for use. The Committee noted that
dependence on psychoactive drugs may also arise where use is not for
subjective pleasure or to relieve distress, as with the use of amfetamines by
long-distance lorry-drivers and others to ensure wakefulness. The habitual
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non-medical use of steroids and other non-psychoactive drugs is covered
in ICD-10 under category F55, “Abuse of non- dependence producing
substances” (5).

Use of terms

Until the 1960s, the Committee used the terms drug abuse, habituation and
addiction to describe the various states associated with drug use. Indeed,
the term drug abuse is contained in the laws of many countries and in the
international conventions. At its present meeting, however, the Committee
decided to use the term “harmful use” rather than “abuse” (see section
2.2.4). Until the 1960s, the term addiction was widely used to refer to the
presence of both psychic and physical dependence, whereas the term
habituation was used to describe the presence of psychic dependence on a
drug. During the 1960s, the Committee made several attempts to clarify
the difference between these two concepts, however, at its thirteenth
meeting, the Committee decided to abandon these terms in favour of
the term “drug dependence” (2).

Dependence

At its sixteenth meeting, the Committee defined drug dependence as: “A
state, psychic and sometimes also physical, resulting from the interaction
between a living organism and a drug, characterized by behavioural and
other responses that always include a compulsion to take the drug on a
continuous or periodic basis in order to experience its psychic effects, and
sometimes to avoid the discomfort of its absence. Tolerance may or may
not be present. A person may be dependent on more than one drug” (7).
This definition has been widely accepted and was reaffirmed at the
twenticth meeting.

Focusing on the clinical aspects of drug dependence, WHO has developed
diagnostic guidelines for the various mental and behavioural disorders due
to the use of psychoactive substances. The ICD-10 Classification of Mental
and Behavioural Disorders. Clinical descriptions and diagnostic guidelines
(8) provides a clinical description of dependence syndrome and guidelines
for diagnosing this disorder.

The Committee compared the above definition of drug dependence with
the clinical description of dependence syndrome in the ICD-10 diagnostic
guidelines (8), and concluded that there were no substantial incon-
sistencies between the two, since:

— Dboth define a strong desire or a sense of compulsion to take the drug,
as manifested by drug-seeking behaviour which is difficult to control,
as the essential component of dependence; and

— both consider withdrawal syndromes (or physical dependence) and
tolerance merely as consequences of drug exposure which, alone, are
not sufficient for a positive diagnosis of drug dependence.



The Committee also noted that the distinction between physical
dependence and psychic dependence, as described in the report of the
twenticth meeting (3), was difficult to make in clinical situations.
Furthermore, the Committee felt that this distinction was not consistent
with the modern view that all drug effects on the individual are potentially
understandable in biological terms. The Committee also noted that the
term physical dependence had been found confusing because clinicians
often interpreted the manifestation of withdrawal syndromes as evidence
of both physical dependence and drug dependence, as defined at the
sixteenth meeting (7).

For these reasons, the Committee was of the opinion that it would be less
confusing to follow the ICD-10 diagnostic guidelines (&) in not making a
distinction between physical dependence and psychic dependence.
Furthermore, it felt that the following definition of drug dependence,
which is compatible with that used in the report of the sixteenth meeting
(7), would be more readily understood for the purposes of this report:

A cluster of physiological, behavioural and cognitive phenomena of
variable intensity, in which the use of a psychoactive drug (or drugs)
takes on a high priority. The necessary descriptive characteristics are
preoccupation with a desire to obtain and take the drug and persistent
drug-seeking behaviour. Determinants and the problematic conse-
quences of drug dependence may be biological, psychological or social,
and usually interact.

It should be emphasized that both dependence and harmful use (see
section 2.2.4) often interfere with the functioning of the individual in
society, but the type and extent of this interference depend upon the social,
cultural and religious context.

2.2.2 Withdrawal syndrome

The Committee recognized the importance of the term physical
dependence in pharmacology, but felt that its inclusion in this report might
lead to confusion with the general term drug dependence. It therefore
decided to use the term “withdrawal syndrome”, described in terms of its
relevant consequences as follows:

After the repeated administration of certain dependence-producing
drugs, e.g. opioids, barbiturates and alcohol, abstinence can increase
the intensity of drug-seeking behaviour because of the need to avoid or
relieve withdrawal discomfort and/or produce physiological changes
of sufficient severity to require medical treatment.

The Committee also adopted the following definitions and usages for the
purposes of its report.
2.2.3 Tolerance

Tolerance is a reduction in the sensitivity to a drug following its repeated
administration, in which increased doses are required to produce the same



magnitude of effect previously produced by a smaller dose. This increase
in dose may be necessitated by changes in the metabolism of the drug, or a
cellular, physiological or behavioural adaptation to the effects of the drug.

2.2.4 Harmful use and abuse

At its sixteenth meeting, the Committee defined the term drug abuse as
“persistent or sporadic excessive drug use inconsistent with or unrelated to
acceptable medical practice” (7). The Committee felt that this term was
ambiguous and should be replaced with the term “harmful use” in this
report, except in section 10, where individual psychoactive drugs are
discussed in the context of their international control. Since the
conventions on which the international control of dependence-producing
psychoactive drugs is based use the term “abuse”, the same term is used for
the sake of consistency.

Harmful use is defined as a pattern of psychoactive drug use that causes
damage to health, either mental or physical. The Committee noted that
harmful use of drugs by an individual often has adverse effects on the drug
user’s family, the community and society in general.

2.2.5 Dependence-producing drug

A dependence-producing drug is one that has the capacity to produce

dependence, as defined in section 2.2.1. The specific characteristics of

dependence will vary with the type of drug involved. The existence of a

state of dependence is not necessarily harmful in itself, but it may lead to
self-administration of the drug at dosage levels that produce deleterious

physical or behavioural changes constituting public health and social

problems. ICD-10 recognizes the following psychoactive drugs, or drug

classes, the self-administration of which may produce mental and

behavioural disorders, including dependence (5):

Alcohol

Opioids

Cannabinoids

Sedatives or hypnotics

Cocaine

Other stimulants, including caffeine
Hallucinogens

Tobacco

Volatile solvents

Other psychoactive substances, and drugs from different classes used in
combination.

It should be noted that, although the dependence-producing properties
and public health problems caused by tobacco were recognized at the time
of the twentieth meeting, they were not included in the report since its
acute effects on behaviour were minimal. At its present meeting, the
- Committee felt that the evidence for the dependence-producing properties




