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T, BACKGROUND

This report is a product of the WHO comsultation group on the use of substitution drugs in
the treatment of opiate dependence, which met in Geneva on 12-15 December 1988. The group
considered the role of substitution drugs and teviewed their place in the detoxification
atnd treatment of drug dependence, &lsoe bearing in mind their potential relevance for
preventing the transmission of the human lmmuno-deficleney wvirus (HIV). A list of those
who participated in the consultation group is attached as appendix A to this report.

Within the context of its programme on prevention and contrel of alcohol and drug abuse,
WHC haz given specizal artentlon te actlvitles related to the treatment of drug dependence.
Tt is recognized that drug abuse treatment Ineludes a range of medical and social
interventions designed to reduce damage to health and to promote a drug-free lifestyle.

Experience indicates that suceessful treatment is often charscterized by an accumulation of
incremental changes in behaviour owver an extended period of time.

Four major lines eof work have been developed., TFirstly, as an integral part of national
policies to combat drug abuse, the nature and gffectiveness of drup dependence treatment

programmes has been analysed (Jayasuriya et al., 1987). Secondly, a major intermational
review has been undertaken of legislation relating to the treatmept of drup and sgleohol
dependent persons (Porter et al, 1986); subsequently, pguidelines have been prepared on
revising such legisliation (Curran, et al., 1987). Thirdly, in order to support efforts to
enhance prevention and treatment services for drug dependent persons, training materials

have been developed, tested and widely disseminated. These include a manual for use in
medical schools and other health institutions (Arif & Westermeyer, 1988a) and a series of
learning packages for primary care workers. Fourthly, & major initiative comsists of a

systematie effort to assess methods for drug abuse treatment, working towards the
production of puidelines about gtandards of csre,

It is therefore important to note rhat WHO's previous and current work on methadone and
other substituticon drug therapy has oceurred asz part of 8 comprehensive series of

activities on drug dependence treatment as a whole, Az a Tirst step, & review wes
undertaken of methadone programmes in nineteen Member States. The report summarizing the
experience of these countries has been issued by WHO (Arif & Westermeyer, 1988b). It

should be recognized, however, that since these reports were compiled before the impact of
AIDS (and the relevance of drug treatment programmes to the prevention of the spread of HIV
infection) had been fully appreciated, the information can hest be seen as g baseline from
which to examine subsequent changes to policies and programmes. This issue is also touched
upert in a broader review of the main trends in wethadone treatment, which will be
published early in 1989 (Arif & Westermeyer, 1989). Much of this work has benefitted from
the suppert of the UN Fund for Drug Abusze Contrel.

Based upon this previous work, and upen the need to reassess methadone treatment in the
light of its potential relevance te the spread of HIV infection, WHO wasz pleased to respond
pesitively to the governments of the Netherlands and the United Scates of America, when
they suggested that the time was ripe for a fresh initiative in this field. The meeting
which led te the production of this report was supported by the governments of those twoe
countries. The present document should, however, be seen as only the first step in the
procezs of veassessing the place of methadone and other substitution drug therapies in the
Lrestment of drug dependence.

This work comstitutes an important contribution towards assisting Member States in the
implemencation of the Single Cenvention on Narcotie Drugs, 1961, (United Nations, 1977)
which has been ratified by 120 countries and requires that signatories shall "give special
attention te and take all practicable measures for the prevention of abuse of drugs and for
the early identification, treatment, education, after-care, rehabilitation and social
reintegration of the perscns invelved and shall ceordinate their efforts to these ends.
The Parties shall as far as possible promote the training of persennel in the treatwent,
after-care, rehabilitation and social reintegration of abusers of dyugs." International
treaty ebligations are therefeore alsc among the reasons for the determination of countries
to provide adequate treatment to drug users,
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TT, METHADONE AND DRUG PROBLEMS

Tt view of the need to reassess the place of methadone in the detoxification and treatment
of drug dependence, particularly In the light of its petential relevance te efferts co
contain the spread of HIV infection, the meeting agreed upon the importance of clarifying
some hasic concepts relevent te this area. Towards this end, a substantial body of
ovidence was reviewed. This included reports from countriez in all WHO regions, as well as
eritvical reviews of outcome studies, particularly from North America and Western Europe.
Difforences in approaches te the use of methadone and other substitution drugs in
particular cultural settings were extensively discussed, This review led to the
conclusion that, whilst mno single approach could with eonfidence be recommended as
appropriate to the needs of all countries, it was nmevertheless possible te identify a clear
range of options for the use of methadone in detoxifigation and treatment. With respect to
these options, it was also possible to set out their respective advantages and
disadvantages and te {llustrate the factors which should be taken inte account In selecting
any of the options available,

Health planners face a range of treatment and intervention options for persons dependent on
apioids., Emch opilen should be seen as having its own advantages and disadvantages and
these may differ depending on whether the perspective is that of the Iindividual in
treatment, the health system providing treatment, the lecal community or the country.
Advantages and disadventages will need to be weighed according to the nature of evidence
available on efflecacy and since many factors will be imvelved, a careful analysis of all
possible intervening factors is recommended whenever a decision on optiens is beinp taken.
In some cases decisions may be based on plausibility as available evidence on efficacy may
not be gufficient or adequate to make a definite decision on these grounds alone,

The term "comprehensive" denotes a functional combinatien of detoxification, treatment, arnd
social and rehabilitation services at the local ot regional level, whose operational
characteristics are primarily directed te addicts' needs, A new challenge for drug
treatment services 1s to breoaden the focus beyond abstinence to include strategles for
reducing the health risks and minimizing other harmful sequelae associated with the
continued use of drugs. The treatment of drug addiction is a time-consuming process, and
continuity of care is essential in order to have a significant positive d{mpact in
individual and public health.

Abstinence-oriented drug treatment services appeal to only a minerity of injeeting drug
userg (IDUs). The seriousness of the thyeat of HIV infection in IDUs who share injection
aquipment has now been widely recognized. Uninfected IDUs and new recruits to drug use
must be protected, as far as possible, from the risk of infection with HIV. In view of the
urgent need to address the problems associated with HIV infection among drug sbusers, it is
now important for countries which have not already done so to consider, in addition to
existing services, the development of harm-reduction approaches te the prevention of HIV
transmission among drug users. Methadone maintenance is ¢learly one of the approaches
which should be considered in this context. Alcthough szome IDUs will continue to use drugs,
sther worthwhile goals can still be achieved, including a reductien in HIV risk taking
hehavieurs, such as needle sharing. A harm reduetion approach with IDUs seeking to aveid
the harmful consequences of drug use but who are neot willing, or do net yet believe
themselves able to abstain from drugs, may have limited expectations but may alse make
lower demands of patients than abstinence, In establishing such pregrammes, it iz
important t¢ avoid excessive demends which will deter too many IDUs from participation in
treatment but still maintain sufficient compliance to proposed behaviour change In order to
provide a realistic chance feor risk reduction.

High quality abstinence-oriented treatment services have been shown to be effective in
reducing or even eliminating drug use and should be expanded. Programmes of poor guality
need to be improved to increase their effectiveness in reduclng drug consumption. In some
countries, low quality programmes may require increased funding to impreve quality and
thereby cffectiveness., Altheugh expansion of drug treatment services requires additienal
resources, this expenditure can be cost-effective, especially if considered In the contexut
of HIV prevention and the costs associated with treatment of HIV related diseases, or other
gocial consequences of 11lieit drug use.
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At present, substitution therapy (which consists.of providing.usden-controlled conditions
an alternative psychoactive substance to the drug of abuse) has only been developéd for
dependence on opioids, primarily .using methadene. The. developmenh of :mew .agents may; offer
the possibility of .additional advantages in the future The cbronlc consumpplon of
substitution drugs can,salse lesd to of malntain, dependence, but it takas .away the need to
ohtain impure and expensive illicit drug,s, and .enables aral rathe.z; _than, intrayenous
preparations of drugs to be utlllzed R T 3
The report is primarily conecerned with the use of methadene as a substitution drugL: since
this is the drxug for which meost. data are avallsble.. . It.has: also. attracted most
international attention. This, report, Including its 5ectione ._deallng w1th optiens for the
use of methadone and some of the criteria by which its. use may: be evaluat;ed c.oul:;l apply
with some modifieatiens to other substitution drugs, .such .as .opium. . It .is, however,
important that other substiturion drugs shouwld be separately rev1ewed and that the results
of that review be considered In relation to the present document,_. . a
The abuse of drugs in addition to maintenance drugs can pose management problems. Iia some
countries, considerable diffieulties have been caused by high levels of cocaine ,yse by
patiants on methadone maintenance. The lack of specific therapy for the management of
peyehostimulant use requires further research. Comprehensive treatment proprammes for I1DUs
are needed in the management of a range of prohlems 1gclud1ng‘ppn§umptlon of . nonqpplold

drugs. vl i

The literature on the outcome of methadone maintenance programmes suffers from a lack of
uniformity relating to outgome varisbles and. treatment; goals., wIhe ; lack of: randemized,
controlled studies does . not ..allow, cumpaxison with ., other treatment modallt]_es and the
methodological problams. of Tesearch, in, this ares have . proved to.,be. formldable The value
of ancillary treatment provided together with metrhadone is generally ackmquedged but
adequate standards of ancillary treatpent ave, poexly .defiped.. In sdditlon, it is essential
to recognize. the need to be sensitive to the special needs, of. .countries. in respondmg to
particular patterns of drug abuse ip particular. cultural,  Gontexts. , Attempts to gengralize
the outcome of treatment avaluation. research . across n&tlonal boundarles cshould be made
cautiously, as differences in sgoclo- cultural Values, availaba_llty of. ll.C.lt and ,17111¢1t
drugs and patterns of use, law enforcement and health care systems and drug treatment
services reduce the generallzabllity of results, .

In recognition of the 1mportant publlc health 1mp11catlons cf HIV infection in IDUs, in
most countries the containment of the spread of HIV. lnfectxon Arn TUs sheuwld be given high
prierity. Efforts to prevent the. initiation .or spread, of drug use must - alsa be
intensified. With such propgrammes a prlqclpal aim of treatment mlght be‘reductloq of HIV
infection and minimization of wother harmful consequences without an expectation of
sbstinence from drugs. Educatien about AIDS, .and provision of condoms, .sterile injection
squipment and bleach should be considered and in some cases may be ineluded within the
range of services. These issues are dealt with in greater detail im the report of the WHO
meeting on HIV infeection and drug injecting intervention strategies, held in Geneva en 18-
20 Januayy 1988, There clearly. is a need to achieve close collsboration between national
AIDS programmes and natlensl drug abuse programmes so as o achleve optimal use of
available resources and te harmonize approaches to prevention and tyeatment.

The development of drug treatment. services. should -be . lihked‘to efferts ol prevent the
initiation of drug use. Such efforts require 1nten51f1cat10n of primary. prevention with
renewed attention paid to the role of adverse socizl conditions which appear to encourage
the production of illicit substances In countries of origin and their consumption in
countries of destination. ‘
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TTT. DETOXIFICATION. TREAT AND MATNTENANCE
Detoxification is ‘the process by which drug dependent persons are withdrawn from drugs.
Thiz should be carried out with regard for the safety end physical and psyechelogical
comfort of the addiét. The success of g detoxification procedure may be judged by various
criteria. Of primafy relevance is the attalmment of abstinence, though such other factors
as the severity of withdrawal symptoms, the duration of withdrawal symptoms, and drop-out
rates associated with detoxification programmes are also relevant.

Detoxification alone has net been found to be effecrive in leading te long-term abutinence.
However, detoxificatien should be judged by its own criteria and can be considered
successful if the limited goals of controlled withdrawal from drugs are met, even if a
relapse to drug use subsequently occurs.

The time limits imposed for detoxification in different clinical settings show considerable
variation. However, reducing doses of methadone which are prescribed over a period of
menths rather than weeks should probably be regarded =zs a form of maintenance rather then
as detoxification.

A variety of detoxifiecation techniques are available. In seme countries, inewpensive
methods have been develeped without requiring medication using & ecaring enviromment aund
with hlghly trained, compassionate staff whe need not have health professional

qualifications,

Detoxlfication utilizing medication but met substitution drugs may involve a varlety of
drugs from different groups, Including benzodiazepines, alpha-adrenergic blockers
{clomfdine), anti-diarrhoeal medication, anti-spasmodics and analgesles,

Treatment may be carried out without medication and involve a range of approaches including
individual/group problem oriented counselling, therspeutic communities, long-term
rosidential rehabilitatien, end self-help groups such as Narcotics Anonymous. Non-
substiturion pharmacotherapy is less common, but long-term therapy with major tranquilizers
has been used in some developing countries.

Substitution therapy is generally to be reserved for drug users with a longer history of
drug use, opicid dependence and/or other drug related problems. Methadome hydroechloride iz
safe and effective for use in substitution therapy, provided that the necessary safeguards
and auxiliary services are available, Such safeguards and auxiliary services include
appropriate medical examination of drug users seeking assigtance (in order to determine
their health status and the presence of drug dependence), laboratory facilities te conduct
blood and urine testing, and health and social counselling, as well as measures o prevent
diversion of methadone into the illicit marker,

The prescribing of opiocid drugs Is a medical responsibility and the use of methadone in
management of persons dependent on opioids requires medical involvement. The digpensing
and administering of methadone te persong dependent on opioids can be handled by nursing,
pharmacy, and other qualified health proefessionals.

an effective treatment response to drug problems requires a range of services to meet the
different needs of different individuals., The provision of services may be enhanced by
developing innovative approaches such as & "multi-tier” system whereby stable patients who
have heen under treatment for lengthy perieds could be referred to a less expensive form of
traatment with lesas stringent requirements and fewer staff.

Methadone may be used as a deroxification option or im relation to long-term maintenance
prescribing.  As a detoxification option it may be used in either an in-patient or an out-
patient satting, and as a maintemance drug it may be used in relatleon to different
treatment goals (e.g. reducing criminal behaviour, enhancing social stability, or improving
physical health, including the prevention of HIV and hepatitis B infection).

Some of the advantages and disadvantages of the methadone detoxificatrion and treatment
options are shown in Table 1. The next three sections of this report deal with factors
which should be taken into account in the cheice of treatment options.




WHO/MNH/DAT/89 .2

page 5

*4EYILA G HIN0T AIYY "SITUEISUNTALG Ue Buipuadsp ummmmp:mpummwv

40 saBRlueape SE pPIOLJIISAR I HOUSPLIUOD YILM PINOD SIASSE JIYI0 U0 8SAYF AOY BIENTEAS oF IIN3N44Lp AJ3A 1L SIYEW ATUIPLAS IUIIIND

"saL1oljed Jayio pue asnge Bnap Bullsi¥s pue SowapJioad SUOPEYISW Usamig 19113u03 alqissod ayl Jo souzpuadap Bnup jo a3uaieassd ayp uo

SIUAWIBIIL SUOPBYIAW JO S133343 Ayl apn|adl pynom sajdeexl  ©1axa) (EUOEIRU Sy} 3B PIISL] 89 GS)P pINod SaERIUPAPRSIP pum sabEluBApy 2
“suolyde juswiead;y

JO/PUR UGLIBDLSLNOIBP §O0 SWJOE 12Ul do) (g} ‘SBREp UOLINILISANS Jaylo Jo) (2} pILIISIp 29 PINoo SSELIUBAPRSIP puUe $3aBRIUBADE JEILNIS | ION

sinap uoLiniLisqns uswieadl
$0 uoLsIALp 2gLssod {-) yGLYy UDLIEJO}TE SITJINGSAd (-} 30 UCLIRJNP LML JEpUL (-}
ASTY LY HD11¥INdad SNQL 404 3ANLIVHLLY {+) JUCPRYISW YILlM 9JUPLaIULER
HLITM LI¥LIHDD SNIFINIWN (+2 ALTATLZ3T3S MG {+7 puUE Jualligad] wisl-Dud]

saled asdelad ybuy -}
{UCLIERL]IgEYa S IuaIESI]

2324 asdeja) ysiy (-} sjUsmaJdinbad gpB1s (-2 s1ecE palimL] (-]
dn-ao119p Yaing
LHIHLIWHGD 40 13A2T AUOPELY3aY LI IN
MOT NOLLY2077Y S3IEN0S53H {4} MOT HLEM 31553339 [+ AUD UOTIEI L IX0134

U0 JPULS (EAEIRYY LM

sBnap ucEInlilsgns Jo JussabeuEE 1INILELLE (-}
M0 unistaalp ajgqlssed (-] ajueLdEod moy {-)
SMQ] HOd JATLIVELLY C+} SUOQEYISW YN UOFIEJLLR0L1a(
1502 A0T (+) HOT NOILY207TY S328N053% [+ ONELLIS TWNDIINLILSHI-HON (+] JUFLIE-3N0

JUBULID I TALUD
3503 yEIY (-3 yBLy JoLIBI0) e S32.0N0532 {-) 1E2LULED 40 SIULEEISUDD [-)
SNAOL W0d JALLIWHLILY (+3
INLMEEFEREES
LL4WS (4}
IWCHANAS TWRYEAHLEA
0 INIHIDVHYH 1RI[D0443 (+}

SUGPEQIoN Ullm OOIIEJEII1%0320
SUETS MY

ALENITHMHODD K315 48 HETY 3N I¥ N a4l a1l ax SHO] 1da

s2A41128dslad fo SEURY € wl) SoBRIUBAPES [ PUE S25EI1URADY 10 S0 |UUERT
HBUCpRYtaY EUTSN JUSLIESF] DUE UDT(IBI] X012 o) SUdlidg

® ®




WHO/MNH/DAT /89, 2
page &

1V, CHQICE OF TREATMENT OPTIONS: FACTORS RETATING TO DETOXIFICATION

Tn assessing whether to use methadone for detoxification purpeses, a number of factors have
to be taken into account. Those listed below are intended as examples and should not
nncessarily be congidered a comprehensive list. The meeting recommended that each country
should develop its own list of factors mest relevant to its partieular situation.

(1) Nature and extent of opiate use in a given region

In a region with little opiate use, there 1s no need for a specific detexification
using opiate substitution, and where little hercin use is present, there is no need to
introduce methadone in detexification preocedures. The use of medication in
detoxrification responds te the nature and patterns of drupg use in general.

{2y Social and health consequences of opiate use in 8 given repion

The more a society is confronted by undesirable consequences of opiate use, and the
more serious rthey are, the more there is a need for an attractive and efficient
modality specificly designed for the detoxification of oplate users. In order to he
able to give this factor appropriate weighting, it iz important that the inventory of
consequences should be as comprehensive as possible. At the same tlme, however, it
may often be necessary to make judgements on the basis of incomplete and partial
information. Although accurate reporting systems, combined with broad epidemiclegical
studies, still constitute an ideal information base, wnrealistically high expectations
ragarding the gquality and quantity of available data sheuld not become an excuse for
inaction,

{3) Prevalence of HIV infection and related cenditions in opiate dependent parsens in a
given reglon

The higher the prevalence, the more urgent becomes the pgeal of attracting IDUs into
treatment and management programmes which aim te minimize the risk of continued
injecting in general and of using contaminated syringes and needles in particular. AL
the same time, where prevalence is lower, the opportunities for prevention may be even
greater.

(4) HNational resources

(i) Funding
Available funds are most effectively used for prierity purposes. Within an
already well developed medical system, the use of methadene in detoxification may
be cogt effective. In this connection, it should be borne in mind that methadone
may be propused for some services only, either because of a particular pattern of
drug abuse In part of a country or because of exlsting resources there.
Countrywide application of programmes will not always be the most appropriate
option,

(113 Therapeutic personnel avallability
Utilization of methadone asks for well trained therapeutic personnel, as
methadone becomes unsafe in untrained hands and carries risks of diversion,

(i11) Clinical and laboratery technical suppert
Where methadone is to be used, a medical infrastructure is required for the
medical examinatien of patients and for urine analvsis as a safeguard against
continued illicit drug use and poly-drug use with increased risks for overdose.

(%) Professional and public perception of deteoxification using substitution drugs

The use of methadene cannot be safe and effective unless it 1s accepted among those
whe have to handle it in hospitale, laboratories, health authorities and other
settings. Efforts would have to be made to determine current pereeptions, both within
the health sector and in the general population, The results of such enquiries could
then be reflected in the process of policy formulation.
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Ability te attract opiate dependent persons in comparison to other detoxifieation
modalities {(inecluding completion rates)

The use of methadone increases the acceptability to the user since it helps to make
opiate detoxification safe and comfortable, The attractiveness of destoxification
procedures depends on a number of variables ineluding the qualifications of persomnnel.
Nevertheless, the acceptability of programmes has to be monitored continuously,

Fropertion subsequently referred into folleow-up treatment

Detoxification alene 1z noet likely to be fullowed by long-term abstinence and life-

style change. It therefere should be used as an opportunity to motivate IDUs for
follow-up treatment. Agaln, many factors will have an impact on the ability of
programmes to motivate for continued treatment, The subjective experience of a safe

and comfortable detoxification may help, but is not enough. FProgrammes therefore have
to be momitored for their effectiveness in this regard.

3ide effects and safety

Detoxification from opiate dependence has physiclogical and psychologiecal risks.
These risks have to bhe weighed against eventual side effects and safety of medication
used in detoxification. In some countries, the use of methadone will be safer and
berter contrellable on an inpatient basis as compared to an outpatient basis: the same
is true for other types of effective medicstion.

Conformity with natlonal legislation and international treaties

In a few countries, the use of agonists fn detoxificatien is incompatible: with

national legislation, but has ne incompatibility with international treaties.

CUQTIOE OF TREATMENT OPTTONS: FACTORS RELATING TO MAINTENANCE

The factors set out here should be considered in the light of rhosze already deseribed in
the previeus section.

(1)

(2)

(3}

(&)

Nature and extent of oplate use in a given region

Methadone maintemnance is appropriate to the extent that heroin dependence is present
and other trgatment modalities prove unable to attract sufficient numbers of heroin
dependent persons into therapy and rehabilitation.

Social and health consequences of opiate use in a given region

The more undesirable comsequences of opiate use are present in dependent persons
unable to reach abstinence, the more it may be necessary te consider methadone
maintenance as a modality for treatment or management of health and social problems in
those persons.

Problems of HIV infection and related conditions. in opiate dependent persons in a
given regien

High infection prevalence rates will f{ncrease the nesd to consider methadone
maintenanes &5 & treatment or management modality in order to minimize behaviour
pesing the risk of transmitting HIV infection, Efficacy of methadone maintenance in
this respect has to be monitered and weighed against possible adverse Consequenceas,
such as the risk of diversion of methadone into the community,

National reszsources

Medical infrastructure, availability of therapeutic persennel and other resources are
indispensable for effective methadone maintenance, in order to be szafe and cost
effective.
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(%)

(&)

{7

(8

(9

V.

Professional and public perception of substitution therapy

Patlents in methadone maintenance are in contact with a number of social agencles,
with medical gervices, with employers, family and relatives, whose acceptance of
substitution therapy will have an impact on its effiecacy and safety. Adequare
methadone maintenance is not feasible whete this aeeceptance is not present.

Ability to attract and retain opiate dependent persons in comparisen with ether
treatment and rehabilication modalities

Maintenance programmes using methadone have proved to be attractive to many users and
have contributed to improving the rates of retention of subjects in trestment in a
number of settings. This 1s due to programme characteristics, net only to the
characteristics of methadeone. As with other treatment modalities, attractiveness az
well as effectiveness should be monitored,

Side effeccts and safety

The use of methadone in maintenance programmes has its certain specific risks. These
include risks of diversion of supplies to the {1licit market, and problems asseociated
with iatrogenic overdose. Such risks should be minimized by specific safeguards (e.p.
controlled methadone intake, restrictive handing-out practice, urine analysis, ete.).
Other problems associated with additional opiate use or poly-drug sbuse are also
relevant, but not specifiec te methadone maintenance.

Specific outcome indicators

Methadone maintenance programmes have been found to be useful in improving worklug
capacity of patients, in reducing drug related delinquency, in stabilizing drug-free
soclal contacts and in reducing risk taking behaviour concerning HIV infectiomn.
Comprehensive programming, adequate ancillary services and adequate counselling are
main factors responsible for desirable outcome. Monitoring outcome Ils impertant in
crder te be able to determine the long-term efficacy of existing waintenance
programmes .

Confermity with national legislation and internatienal treaties
Methadone maintenance is compatible with international ftreaties, but in a few

counttries incompatible with national legislation.

CHOICE QF TREATMENT OPTIONS: FACTORS RELATING TO HIV PREVENTION AMONG DRUG ABUSERS

The factors liszted here should be censzsidered in relation te those described in the two
previous sections,

()

{2

Ability to induce change of knowledge and attitudes in copioid dependent persons

All treatment modalities have a chance to induce change of knowledge and attitudes
concerning HIV infection, provided the therapeutie personnel is sufficiently trained
for counselling. In assessing the potential usefulness of an approach using
me thadene, therefore, it will be impertant to consider whether it provides any
opportunities for intreducing preventive interventionms with respect to health
education to reduce HIV infection rates among IDUs and their sexual partners.

Ability to induce change in HIV rizk taking behaviour
Again, all treatment modalities have a chanece to induce szuch change on the basis of a

good therapeutic relationship, The effectiveness of programmes sheould be moniteored.
Targets for chenge may Include:
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drug injecting ‘ . . o s

sharing of injection equipment

unsafe sexual practices including prostitution

perinatal transmission

other sexually transmitted digseases, ‘ o
both as a surrogate marker and as a risk factor for HIV transmissiop.

A factor to be taken inte account in selecting methadone as a treatment appreoach will
be lts potential for ephancing opportunities to promete such behaviour changs. .
ok
{3) Ability to reduce incidence of HIV infection and spread of other infections including
other retroviral infeqtions , 3
Lowering the incidence of HIV infection in those persons engaged in treatment ﬁ? one
important eritexion of a programmes’ ability to slow down the spread of HIV infaction.
A few studies on patients engaged in methadons maintenance indicate that maintenance
can be effective in this respeect. Systematic monitoring, based on routine dats snd
longitudinal studies is needed urgently.

As far as present kmowledge goes, in the domsin of all the above menticned criteria,
best pesults are obtained in well structured comprehensive programmes whenm it comes to

methadone maintenance. In low-thresheld {low-intensity) programmes there is hope for
eventual change by initiating a process which will eventually lead to further steps of

a healthier and less risky life-style. It is still open for further study to
agscertalin the relative efficacy of such programmes, P

o

VIT. THE TASKS AHEAD

Thiz report looks at substitution therapy, exemplified by methadone maintenance, in the
trcatment and management of oploid dependence., Experlence and research regarding methadene
maintenasnce now spans a quarter of a century. However, the existing methadone research
literature relates to the pre-aAiDS era and new objectives must now be added, sinee the
presenk state of Lknowledge about the effectiveness of methadone maintenance in the
praventien aof HIV transmission is extremely limited. It is, therefore, essencial that a

comprehensive research agenda be drawn up te investigate the rele and effectiveness of

methadone maintenance. The establishment of this agenda should have a high pricricy.,,

Methadene research to date has focused on promotion of abstinence or reductien in
consumption of illicit drugs, improvement in physical and psychological health, -and a
reduction in criminality and other aspects of social rehabilitation. The literature
dealing with of methadone malntenance is copious but on many important questions, and
ezpeciaslly with regard to evalustion, the existence of conflicting methodologies prevents
categarical conclusions being drawn, There is therefore a pressing need to review evidence
in this area more systematically. The lack of uniformity in the measurement of
pretreatment and sutcome variables complicates the assessment of existing evidence. It is
uniikely that bread agreement on an hierarchy of objectives for drug treatment will be
schieved and clearly one of the important tasks is the attempt te develop a mere uniform
appleach to methodology. : - : :

The paucity of data on substitution drugs other than methadone will be of principal concern
ln developing countries where such drugs sre used extensively. A subsequent report in,this
series will bhe prepared to remedy this deficiency, . o ‘ o
Therapeutic communities which take advantage of local cultural and religious frameworks may
be eof cvonsiderable benefir to developing countrlies. Economic factors can not be ignored
and are likely to become of even greater importance as pressure on the health dollar
continues to grow. Estimates of the cost of a variety of treatment options will need to be
made in the context of best and most case scenaric impact prejections.

It is likely thar methadone will remain the major substitution drug for some time but thare
miy be benefits from having a range of pharmacotherspeutical agents te choose from,
especially if these reduce the c¢osts of treatment (including dispensing). The Incressing
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internatlonal abuse of psychostimulants, Including the injectien of amphetamines and
cocalne, cannot be ignored in regard to the potential for further dissemination of HIV
infection. Gocainc is frequently self-administered by ten or more intravenous injections
in one "run" over several hours with great risk of sharing of injeection equipment. The
development of effective treatment appreaches,’ imeluding specific pharmaceutical agents,
must be eotigldered a high prierity.

A major task for fthe future will he the conceptual shift required so that trealtment
scrvices are alse seen as prevention services. In part this will be recquired as the
ciophasis on demand reduction increases,

Specifically with respact to the prevention of HIV transmission, the agenda gould include
evaluation of the combination of strategies such as needle and syringe exchange with
methadone maintenance to determine the cests and bemefits of such schemes. BSome research
quastions will be of an essentially practical nature such &s a comparative analysis of
sora-conversion rates among patients malntained on methadone as compared to other groups of
patients, or the evaluation of attempts to reduce the prevslemce of sexually rransmitted
discase in methadonme maintenance patients as 5TDs have been shoewn to be a risk factor in
HIV sexual transmiszsion. These studies will be required because of the need to complement
exlsting objectives within HIV prevention.

VIIL. CONGIUSIONS

The purpose af this meating was to review the role of methadone az a substitution drug for
rhe treatment snd management of opioid dependence, More dats are available for methadone
than any other substitution drug though there are problems and omissions in the literature
that highlight the need for further research on this important lssue. Other forms of

substitutien therapy are used particularly in developing countries and a subsequent report
ig required to evaluate substitution drugg other than methadone.

This meeting reviewed the experience with methadone in c¢ountries drawn from four
continents. Options for treatment and Ffacters related te the choice of options were
discussed and areas for future research were presented. Although mueh is known repgarding
the affect of methadone maintenance on indiwviduals, little is known about the effect of
this treatment on comnunities. The ethical aspects of methadone maintenanse remain
concroversial.,

The meeting took place in the context of the pandemic of HIV infection which has already
resulted in substantial proportiens of IDUs becoming infected in Europe, America and parts
of Asia. An important task is to prevent HIV infeection from spreading further to
uninfected IDU and new recruits te drug use. Individual countries will need to consider
the importance of containing HIV infection and preventing the spread of further drug use in
the context of the size of their IDU population and the prevalence of HIV infection.
Methadone malntenance can be a valuable treatment option and should therefore be considered
as one of the range of servieces potentially contributing to the containment of HIV
infection.

The possibility of protracted methadone maintenance may be an unappealing notion for some
health professionals and policy planners. Nevertheless, this option may be preferable to
cessation of treatment in light of the range of health censequences of relapse, including
those associmted with the risk of HIV infection. Health policy planners will need to
balosnce the reguirement for increased duration of treatment for individual ThUs with the
need on public health grounds to provide equity of health care delivery.
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