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EXECUTIVE SUMMARY

There are two obvious trends in the drug abuse trestment fidd. The generd public and many
cinicians are of the opinion that trestment for drug and dcohol use is ineffective. In contradt,
there is a growing consensus among the research community that trestment does work (Nathan
& Gorman, 1998). The am of this document is to demondrate the benefit in investing in
trestment for dcohol and drug problems. The review of the literature has led to the following
condusons and recommendations.

ALCOHOL

Assessmen

It is recommended that routine screening for acohol ause is carried out in primary care
Settings, where stlandard screening measures such as AUDIT should be used.

Asessment for trestment for dependence should meesure: leve of drinking, leve of
dependence, physicd effects of dcohol use, and psychiatric comorbidity. Reiable and vdid
asesament ingruments exist and should be used in the trestment setting.

Detoxification

Detoxification done is of benefit © the individud as it provides respite from the physicd
damage which isadirect consequence of heavy dcohal usage.

In order to maintain this benefit, detoxification needs to be augmented by trestment to
prevent rlgpse to drinking.

Appropriately supported home detoxification appears to be as effective as inpatient
detoxification even for severely dependent dcoholics. Home detoxification has been rated
as 4 to nearly 20 times less expengve and is the preferred trestment setting for those
undergoing detoxification.

Where outpatient care is not feasble, specidised detoxification units providing ambulatory
and non-medicated care are chegper and a leadt as effective as Sandard hospita inpatient
cae

Pharmacotherapies

More research is needed on the gppropriate goplications of dl pharmacotherapies currently
being reviewed for the treetment of acoholism. This research needs to be more rigorous.
The risks associated with disulfiram, dong with the poor research findings for this drug
indicate that there is a need to replace it in the repertoire of treetments for acohol
dependence.

Pharmecothergpies should only be used in conjunction with psychotherapies in the
prevention of relapse for detoxified acohalics.

Acamprosate is the mogt promising pharmacothergpy. Support for naltrexoneis poor & this
dage, but it may prove useful for particular sub-samples of dcohalics.

1<

EXECUTIVE SUMMARY




Evidence that antianxiety and antidepressant drugs help reduce drinking is poor. However
SSRIs may have aroleto play with depressed dcohalics,

Brief Interventions

- Brief interventions are efective in redudng acohol consumption in those with mild to
moderate problems with acohal.
Brief interventions of amoativationd, non-confronting style gopear most effective.
A postive dtitude towards change by both those who abuse dcohol and those who
implement interventions a primary care centres is essantid for thar success Generd
practitionerss need to be convinced of the efficacy of brief interventions, trained in their
implementation, and able to identify when to implement them. Patients need to be ready to
change, or at least amenable to consider change.
More research is required to darify which are the mog effective brief interventionsand in
which drcumgances they are mogt effective. In particular, outcomes for women and those
with concomitant physica and psychologica problems need to be better researched.
Brief interventions have the potentia to provide alow cost gpproach to the problems of
aoohol abuse in the generd population especialy where patients are sdf-referred.
However, this does not deny the importance of greater research efforts to assst those who
are unable or unwilling to change ther dcohol use which is causng harm for the individud or
other Sgnificant socid costs. More intensve and costly approaches may prove more
gopropriate for this group.

Social SkillsTraining

- There is congdent evidence that socid <ills training is an important and effective
component of acohol treatment.
Given the complexity of dcoholisam, socid skillstraining is not expected to be effective on its
own, but rather seen as a component of broad spectrum trestment programs. Additiond
investigation is waranted to explore the unique contribution of sodd <kills training to
trestment outcome,
Thereisinconsgtent evidence as to the effectiveness of socid kills based programsin the
prevention and reduction of acohol usein school based populations.

Behaviourally-oriented marital, family and community interventions

- Research has shown that family/marital behavioura interventions are effective but no more
effective than individud thergpy. The community reinforcement gpproach has shown greeter
promise but requires further research.
The efectiveness of the community reinforcement gpproach package needs further
assessment and darification as to which parts are effective and which are not.
The possible interaction of family/community reinforcement with degree of dependence and
socid dysfunction needs to be more thoroughly explored.
The influence of supervisad disulfiram on outcomes in trids of behaviourd maritd therapy
and community reinforcement gpproach needs to be assessed. Given the suggestions made
by experts in pharmacotherapies (see Section 2.5.1) that the use of disulfiram should be

Vi
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curtalled, the effect of its removd or replacement in behaviourd maitd therapy and
community reinforcement gpproach trestment programs needs dlarification.

Cue Exposure

Cue exposure is an effective trestment which may be most effective as one facet of
controlled drinking programs.

Because it directly addresses cues for drinking it may prove a cod-effective addition to
programs which would normaly require additiona relgpse prevention traning.

Cognitive Behavioural Interventions

Current research and expert opinion agree that behaviourad sdf-contral as taught through
cognitive-behaviourd thergpy is an effective trestment for acohol abuse.

It appears that cognitive behaviourd therapy may be mog effective with problem drinkers
who are nondependent.

Cognitive behavioura thergpy is particularly adaptable for non-direct interventions such as
correspondence and computer training.

Cognitive behaviourd thergpy for depresson has the potentid to improve drinking
outcomes, which reflects the interdependence of these two psychiatric conditions.

Other Interventions

The Qudity Assurance Project in 1993 (QAP, Mattick & Javis, 1993) concluded that
some other interventions had potential but insufficient evidence to recommend them at thet
time. Examples in this category are covert sengtisation, AA and acupuncture. The status of
these other interventions has not changed since the completion of the QAP.

General Commentary

It isimportant that those trestments which have evidence of effectiveness are implemented.
To dae little heed has been paid to evidence of effectiveness.

Itislikdy that implementing mogt effective trestments will cost no more then those currently
favoured, and, being more effective will prove to be more cost -effective.

The notion of matching patients to trestments requires further investigation.

OPIATES

Assessmen

Patients presenting for trestment for opiate dependence should be assessed for: motivation
to change; drug use and dependence; HIV/Hepdtitis risk behaviour; mentd hedth gaus,
sodd functioning and criminality.

Such an assessment process may be lengthy and this may discourage patients who are often
ambivaent about trestment for ther dependence. Hence it is recommended that a brief
screen for drug use is used a firgt interview, and that other information is obtained in later
sessons as rgpport is established with the patient.

EXECUTIVE SUMMARY




Standard protocols such as the Severity of Dependence Quedtionnare, the Opiae
Trestment Index and the Addiction Severity Index have been developed and vaidated and
should be used to assg in the assessment process.

Detoxification

- Detoxification is not of itsdf a treetment for opiate dependence. However reviewers agree
thet the process of detoxification does have intringc bendfits for the individud, whether
followed by trestment or not, because it provides a respite from the risks associated with
daly drug use.
Counsdling and psychotherapy may be useful in dlaying the gpprehenson associated with
withdrawa from opiates but are not effective aone. More research is needed on non-drug
adjunctsto as3gt detoxification.
Tregting patients with individudised tapering doses of methadone has tended to be the
dandard effective detoxification procedure, dthough other drugs are currently being
assessed which may prove as effective, or better, for certain sub-groups of dependent
individuals
Alpha adrenergic agents such as clonidine, guanfacine and lofexidine have been compared
with methadone and, dthough effective, they have been found to have more sde-effects and
lesser effects onwithdrawa symptoms.
The opioid antagonists naloxone and ndtrexone (unasssted or with doniding) may be ussful
for those individuds who are willing to tolerate a shorter but more intense withdrawd
period.
Buprenorphine has been found to effectively assist in the process of opiate detoxification.
Patients show few symptoms and sgns of withdrawa from this medication and its usefulness
is enhanced by the fact that it isless vulnerable to abuse than methadone. Further research is
recommended to Soecify gppropriate dosng regimes for opiate detoxification.
Use of ultrarapid detoxification using natrexone aided by heavy sedation or anaesthesa hes
recaived much publicity but has yet to be properly evduaed. There is dso a dightly
increased risk of harm associated with the use of generd anaesthesia

Methadone Replacement Therapy
There is strong support, from the few randomised controlled trids that have been caried
out, for the superior effectiveness of methadone maintenance over placebo/no trestment.
Obsarvaiond studies have dso shown positive relationships between time in trestment and
such outcome varigbles as opiate and other drug use, crimind behaviour and sexud risk-
teking.
Dose of methadone is of crucid importance to outcome. Methadone dose is pogtively
related to retention and negetively rdaed to illicit opioid use. It is recommended that doseis
individualised to suit the patients psychologica and physiologica needs.
Methadone is only effective whilst the patient remains in treetment. Once a patient leaves
trestment he/she will return to pre-treatment drug taking.

viii
EXECUTIVE SUMMARY _




M ethadone maintenance reduces the risk of the spread of HIV/AIDS due to the decrease in
injecting activity. No effects on rates of hepdtitis infection have been found, probably due to
the fact that most patients have these highly infectious diseases on admisson to trestment.
Clinic policies have a dgnificant influence on the outcomes of methadone maintenance
trestment. Clinics should: be mantenance-oriented;, pay specid aitention to patients
individua needs and problems as they arise; be more accessible by providing take-home
dosing; and willing to provide psychologicd counsdling as required.

The evidence regarding the effectiveness of methadone maintenance on cocaine use in
heroin usars remains equivocd.

There are paticular sub-groups of heroin users who may have better outcomes on
methadone maintenance. These include older users, those who have attempted methadone
maintenance before and those who have lower dependence. Those who do not do as well
on methadone maintenance indude patients with a high levd of pre-trestment crimina
activity and dcohol abuse.

Patients with comorbid psychiatric conditions such as antisocid persondity disorder or
mood disorders, dthough often the most severdly addicted, can benefit from methadone
maintenance treetment and cessation of illicit opiate use.

LAAM
- LAAM isan effective dternative to methadone for opioid maintenance trestment.
The longer hdf-life of LAAM yidds advantages of less frequent dinic vistswhich have both
socid and cost benefits. It has the disadvantage of increased risk of toxicity.
Higher doses of LAAM effectively block opiate receptors and lead to reduced illicit opiate
use, whilst lower doses are ingffective in this regard.
As with new trestments for acohol dependence, grester enthusaam and bdief in its
trestment effectiveness needs to be encouraged through improved communication of
relevant evidence on LAAM to consumers and other stakeholders.

Buprenorphine

- Buprenorphine is a partid opioid agonigt that has shown congderable potentia for treating
heroin dependence. It has the advantages of being safer in overdose than pure opiates,
amenability to thrice-weekly dosng and reduced withdrawa symptoms on cessation. It
warrants incluson as an dternative maintenance pharmacotherapy for patients presenting for
treatment for opioid dependence.
Research has shown buprenorphine to be as effective as methadone in retaining patients in
trestment and reducing illegd opioid use It may dso prove more effective in assding
patients to become abgtinent because of its cross-tolerance to pure opioids and less savere
withdrawd symptoms
At least three groups of researchers have proposed that a sequentia pharmacologica
trestment Srategy, which commences with rgpid induction directly onto buprenorphine from
heroin may prove mog effective in ascertaning the best trestment program for patients
presenting for trestment for their opioid dependence.
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The use of a buprenorphine-naoxone mix may hep improve patient compliance in dlowing
take-home doses without increesing the risk of diverson.

Studies which have compared addiction dinic sgttings with primary care sdttings have

indicated that both are amenable to buprenorphine maintenance programs and a sLitable mix
in the availability of both settingsis likely to cater best for the range of dients who present
for trestment.

Much recent research has tended to use quite low doses of buprenorphine, given its sefety
profile and its advantages both dinicaly and pharmacologicaly. Many sudies have been

initiated on the premise that 8mg is an effective mean dose but it gopearsthat it isin effect a
low to average effective dose Individualised dosng may prove mogt effective in ensuring
best trestment response and doses up to 32mg may be well tolerated and lead to optima

outcomes for some individuds.

There has been some suggestion from research that buprenorphine maintenance may lead to
reduced usage of cocaine. The issue of the rdative accuracy and vdidity of sdf-report drug
use and urindyd's requires further investigation.

Naltrexone

- Naltrexone is an opioid antagonist that effectively blocks opiate receptors so that opiates
are unableto have their usud andgesic and euphoric effects.
Ndtrexone maintenance programs tend to have high dropout rates compared with opiate
maintenance programs, but natrexone has been found to be particularly effective for those
patients who are highly motivated to ceese ther opiate abuse These include hedth care
workers and those who pay large amounts of money for their treetment. Legdly mandated
natrexone trestment may aso be effective, but the evidence is equivocd. It has not been
established whether these sub-samples are responding specificdly to natrexone or whether
they would do wdl with any plausble intervention.
Comparisons of ndtrexone with methadone need to be clear about achievable outcomes, as
expected outcomes for these groups may turn out to be different. Wheress retention in
trestment is a primary god of methadone maintenance, it gopears that an abgtinence god
after rdatively brief (less than 6 months) trestment with naltrexone may be appropriate. lllicit
opioid use & ay paticular time post trestment initistion may be a more appropriate
cOmparison measure.
Good long-term follow-up sudies of those who become abstinent following ndtrexone
trestment have not been completed to date. It is most important that podt-trestment
mortdity and morbidity is dosdy monitored for patients who have undertaken ndtrexone
trestment. More research is needed on this matter.
The evidence regarding adding antidepressants to natrexone trestment remains equivoca.

Prescribed Heroin
The issue of provison of prescribed heroin for those individuds for whom conventiond
trestments have repeatedly falled should be subjected to further investigation. The area has
not been adequately researched and definitive condusions cannot be drawn regarding the
efficacy of this particular therapy.

1<
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Drug-Free Treatment

- No randomised controlled trids have been conducted to ascertain the effectiveness of
Narcotics Anonymous, thergpeutic communities and  outpatient drug  counsdling.
Obsarvationd sudies have found that reduced heroin usage can result for those who remain
within non-drug trestment programs.

CANNABIS

a)eu fic Interventions
Although results from pre-post sudies do not adequatdy demondrate specific treatment
effects, outcomes for marijuana from these types of sudies have been postive, and of a
amila magnitude to those for other drugs. In particular, the demondration of trestment
dosage effects in the DATOS study lends credence to the conclusion thet current trestment
programs are reducing marijuana use and abuse.
Comprehendve prevention programs delivered in early adolescence may have potentid to
reduce initiation to marijuana use. Further research is needed to specify the best mode and
intervention implementation procedures.
Insufficent recognition has been given to the need for trestment for marijuana abuse and
dependence. This is evidenced in the paucity of research on specific interventions and the
high response rates when volunteers are sought for marijuana trestment research programs.
There is some evidence that the community reinforcement gpproach, relgpse prevention,
marijuana-focussed supportive socid interaction groups and brief motivationd interventions,
or combinations of these, are likely to be effective in dinicd treatment for marijuana abuse
and dependence.
The few controlled studies completed to date have not demondrated conclusvely the
uperiority of any one of these interventions and further research is required.

COCAINE

Treatment Setting
Intensve outpaient trestment is less expendve and generdly more effective then inpetient
trestment. However, inpatient treatment should be available for more intractable patients for
whom outpatient programs are unlikely to succeed.

Assessment
The ams of assessment are to reved the levd of dependence and psychosodid impairment
of the patient, as well as establishing a rgpport to serve as a bagis for pogtive trestment
interaction.

| x.
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Standard measures of dependence, motivation and psychosocid imparment are available
and should be used.

Detoxification & Withdrawal

- Thereis some disagreement in the literature regarding the course of withdrawa from cocaine,
with some theorids arguing that there are three stages beginning with the highly aversve
“crad’. Othersdaim that thereis a gradua dedline of withdrawa symptom severity whichis
not initidly excessve
Due to the rdatively low intengty of withdrawa symptoms, medicated assstance is not
recommended.

Pharmacotherapies
Dedpramine, dthough showing early potentid for improving trestment outcomes, has not
been found to be generdly effective in treating cocaine addicts. Further research is needed
into its usefulness particularly as a part of a broader behaviourd program and with patients
with lower levels of dependence.

- The spedific serotonin reuptake inhibitor fluoxetine has shown some positive outcomes with
cocalne abusng subjects, especidly for those patients also addicted to opiates. However it
needs to be further assessed in randomisad controlled trias.

- Antidepressant medicaions have shown little potentid to assst with trestment for cocaine
abuse.

There is little research support for the use of lithium to control cocaine use with individuds
with bipolar disorder; nor for the use of simulant drugs used in generd trestment of ADD for
cocane usein ADD.

There is little research evidence to support the use of dopamimetic agents, dopamine
precursors, anticonvulsants nor diazepam to treet cocaine abuse. However, if these classes
of drugs are to be investigated further, it is recommended that individudisad rather than fixed
dosing is usad, dong with monitoring of serum levels

Treatment with the blocking agents flupenthixol and buprenorphine may be effective in
reducing cocaine use, especidly in psychotic and opiate-abusing patients respectively.
Further controlled research is warranted on these drugs and for these sub -groups of cocaine
abusers.

No aversve medication has been identified to treat cocaine abuse, dthough the neuroleptic
flupenthixol decanoate should be further sudied for its aversve effects

- Congderation should be given to placebo-controlled trids of ord amphetamine replacement
thergpy to ascertain the sefety and efficacy of such interventions.

Further research on pharmacotherapies for cocaine (and other simulants) needsto factor in
complementary psychosocid thergpies, but dso to demondrate that specific
pharmacothergpies add to overal treatment effectiveness.

Because the safety of cocaine use is unpredictable and consdering the poor retention rates
achieved in this area of research, caution should be exercised when tridling new medications
because of the possihility of additive negative effects of thetrid drug and cocaine.
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Nonpharmacological Interventions
High early dropout rates are rdlated to waiting lit time, and therefore experts recommend
rapid induction to treatmertt.
Thereis consensus that more intensive programs (sessions a least once per week) are more
likely to be effective. No clear-cut treatment period has been specified, but research
suggeststhat for patients with medium to severe disghility, aminimum of 3 monthsis
recommended. Further research is required on these issues, taking into account both the
seveity of disability and the nature of the treestment being offered.
Thereislittle research evidence to support use of psychodynamic thergpy, while the efficacy
of the 12 step gpproach requires further investigation.
The use of vouchers to reward abstinence, either done or within a broader trestment
program such as CRA, has been demondirated to be effective in tregting cocaine abuse.
Further research is needed to establish gppropriate schedules and most fitting contexts for
these.
Recent research has lent support to the use of cognitive- behaviourd techniques for tregting
cocaine abuse. In particular, manuaised interventions which adadress coping skills and dedling
with risky drug-taking Stuaions have shown promise. However, the few RCTsto date have
not dearly demongrated the effectiveness of this intervention.
Reaults from various sudies have suggested future directions for research epecidly interms
of matching patients to trestment on the bagis of persond interests, abilitiesand leve of
dischility.

AMPHETAMINES

Foecific Interventions

- There is a need for greater recognition of the prevdence and harms associated with
amphetamineabuse,

It is recommended that the feashbility of a shared care goproach to trestments for
amphetamine abuse is investigated, with gregter intervention by GPs a the primary level and
improved specidised referra services.

Trestments for amphetamine ause have been poorly ressarched. To dae no
pharmacologicd interventions have been found to be effective. One possible area of reseerch
is the use of replacement amphetamines bassd on harm minimisation principles. However
other pharmacotherapies may emerge once there is gppropriate recognition of the extent of
the problem.

- As with cocaine, care is needed in gpplying pharmacothergpies in a dtudion where a
potentidly very harmful drug is being abused. Pharmacotherapies should be supported by
effective psychosodd interventions.

Manudised contingency management and  cognitive-behaviourd  thergpy  incorporating
relapse prevention have been recommended as the best available thergpiesfor anphetamine
abuse. There are no published trids of these interventions and there is a need for more

Xiil
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forma controlled research on these approaches. Smilaly the eficacy of 12-sep and
thergpeutic community goproaches should be assessed.
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1.0 INTRODUCTION

This document provides a summary of research on trestment outcome in drug and acohal.

There have been a number of extensve reviews in the area of trestment outcome in this area

and more recently a number of large sudies. Three of the most extensve reviews which this

report amsto build on are

- Heather, N., & Tebbut, J. (Eds) (1989). An Overview of the Effectiveness of
Treatment for Drug and Alcohol Problems. Nationd Campaign Againsg Drug Abuse
Monograph Series Number 11. Austrdian Government Publishing Service.
Mattick, R.P., & Javis, T. (Eds) (1993). An Outline for the Management of Alcohol
Dependence and Abuse. Qudity Assurance Project. Nationa Drug Strategy Monograph.
Mattick, RP., & Hdl, W. (1993). A treatment outline for approaches to opioid
dependence: Quality Assurance Project. NDS Monograph No. 21. Canberra AGPS.

Summariesof more recent large- scale studies and reviews are presented at the end of the report
(Appendix). The report takes eech trestment area in turn, firdly for dcohal, then opiates,
cannabis, cocane and amphetamines. The exising reviews ae summarised and any new
research is criticaly assessed and summarised. The report therefore provides both a summeary
of the exiding reviews in the area and a thorough review of research 9nce 1993. Theam of the
document is to outline what has been shown to work and to highlight recent research completed
since the above mgor reviews in the area.

1.1 BACKGROUND AND CONTEXT

The impetus for this review came from an increased awareness a the internationd leved of the
importance of a baanced gpproach to drug use, including both supply and demand reduction.
The United Nations convened a Specid Session of the Generd Assembly on the World Drug
Problem in New York, 8-10 June 1998 (United Nations, 19984). The overwheming message
from the Specid Sesson is that dl countries now recognise the importance of adopting a
ba anced approach, one that places equd priority on measures to reduce demand for drugs and
those to reduce supply of drugs.

The ghift in emphasisis evidenced by the Specid Sesson's adoption of the Dedaration on the
Guiding Principles of Demand Reduction. Through the Dedaration, nations are committed to
investing in demand reduction programs thet will, inter dia, contribute towards reducing public
hedth problems and improve hedth and well being. The Specid Sesson dso established the
Year 2008 as a target date for achieving dgnificant and measurable results in the fidd of
demand reduction.

The chdlenge upon which the Declaration on the Guiding Principles of Demand Reduction was
based isexpressed in the following quote:
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1 All countries are affected by the devadtating consequences of drug abuse and illicit
trafficking: adverse effects on hedth; an upsurge in crime; violence and corruption; the
draining of humean, naturd and finandia resources that might otherwise be used for socid
and economic devdopment; the dedtruction of individuds, families and communities;
and the undermining of politicd, culturd, socid and economic structures.

2. Drug abuse affects dl sectors of society and countries & dl levels of development.
Therefore drug demand reduction policies and programs should address dl sectors of
Ciy.

3. A rgpidly changing sodd and economic climate coupled with increased avallability and
promation of drugs and the demand for them have contributed to the increesing
magnitude of the globa drug abuse problem. Changing petterns of drug abuse, supply
and digribution has compounded the complexity of the problem. There has been an
increase in socid and economic factors which make people, especidly the young, more
vulnerable and likely to engage in drug use and drug-related risk-taking behaviour.

4. Extensve efforts have been and continue to be made by Governments & dl levels to
suppress the illicit production, trafficking and digribution of drugs. The mogt effective
goproach towards the drug problem conssts of a comprenensve, baanced and
coordinated gpproach; encompassing supply control and demand reduction reinforcing
eech other, together with the appropriate gpplication of the principles of shared
regponsibility. There is now a need to intensfy our efforts towards demand reduction
and to provide adequate resources towards that end.

5. Programs to reduce the demand for drugs should be part of a comprehensive Srategy
to reduce the demand for dl substances of abuse. Such programs should be integrated
to promote cooperation between dl concerned, should incdlude a wide variety of
appropriate interventions, should promote hedth and socid wellbeing among individuas,
families and communities and should reduce adverse consequences of drug abuse for
the individua and for society asawhole.

(Reproduced from the Declaration on the Guiding Principles of Drug Demand
Reduction (United Nations, 1998a)

Through the Dedaraion, countries are committed to intengfy efforts to reduce the demand for
drugs. The Dedlaration dates as one of its guiding principles that "Demand reduction should
incorporate knowledge from research as well aslessons derived from past programs.”

The 38th Seson of the Commisson on Narcotic Drugs requested the United Nations
International Drug Control Program (UNDCP) to update the * Resource Book on Measures to
Reduce Illicit Demand for Drugs (United Nations, 1979). This updated series is intended to
further define the principles of the Declaration and assst countries to identify a set of programs
and policies which would reduce the demand for illicit drugs.

In 1996, an informd internationa working group was established under the auspices of
UNDCP to develop anew set of demand reduction resource materias which would reflect new
knowledge gained over the pagt twenty years. In 1997, the Audrdian Government convened
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the informd internationa working group, who agreed to the development of a glossary of
demand reduction terms and a monogragph entitled “Investing in Demand Reduction”. The
“Glossary of Demand Reduction Terms’ was provided to the UNDCP for condderdtion in
June 1998.

Treatment for drug use is one of the main demand reduction drategies outlined in this present
document: “Invegting in Demand Reduction”. This document outlines the evidence for effective
trestment options in both dcohol and illiat drug use. In doing so it outlines the case for
effectivdy investing in treatment.

1.2 AMSOF THE PROJECT

This project examines the recent researchbased knowledge on the effectiveness of treastment
for drug and dcohol use disorders. There continues to be subgtantiated and ever increasing
interest from the nationd policy makers and their advisars, dinicians and service providers, user
groups and the lay populaion as to the efficacy and necessity of drug and acohol trestment
SErvices.

Much recent research has indicated that successful management and trestment of drug and
aoohal abuse can be achieved and that the economic gains made in doing o are beneficid to
ociey a anumber of levels However, this view is not widely acoepted by the generd public.
Despite extensve evidence that trestment for drug and dcohol abuse dobes work, questions
continue to be raisad regarding its effectiveness

1.3 REVIEWMETHOD

Searches of Psychinfo, Medline and Embase databases were conducted. These searches were

supplemented by scanning the reference ligs of review artides and trestment outcome studies

for further trestment outcome studies Mgor reviews of treetment outcome research were

identified. Large trestment outcome studies were dso identified. A sudy was induded in the

review if:

1. itwasarandomised controlled trid involving adinicaly rdevant intervention group (eg.brief
advice) and a comparison group (e.g. no treetment, minima trestment); or

2. it used a quas-experiment desgn and there were few randomised controlled studies in the
area

The methodologies of the various large-scae reviews which have provided data throughout this
review ae summarised in Appendix 1. Appendix 2 summarises both methodologies and
outcomes for recent large-scale sudies, which warranted mention due to their Size, but did not
fit the induson criteria listed above.
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A criticd andlyss of the method used was induded for dl studies reviewed.
1.4 DEFINITION OF DRUG AND ALCOHOL PROBLEMS

Substance abuse and dependence are conditions defined by a set of cognitive, behaviourd,
physologicd and neurobiologicd changes in the body, whereby the individud will continue
Substance use despite the co-occurrence of significant problems. Substance abuse is defined
according to DSM-IV (American Psychiaric Associaion, 1994) as a mdadaptive pattern of
drug use manifested by recurrent and significant adverse consequences related to repeated use,
In paticular, an individud abusng drugs may repeatedly fail to fulfil mgor role obligations and
continue to use drugs in the face of adverse sodd, legd, physicd, finencia and interpersond
problems arisng form the recurrent use. Unlike dependence, abuse is not characterised by
withdrawd, tolerance or a patern of compulsve use, only the adverse consequences of
intermittent and repested use.

Dependence on the other hand, is defined (DSM-1V) as a characteridic set of cognitive,
behaviourd and physologicd sgns in which the individud will continue to use the subgtances
despite consderable related problems. There is dso the presence of tolerance and withdrawa
symptoms upon cessation of the drug. The actud criteria for dependence are summarised as
folows

TABLE 1: DSV -1V Criteriafor Substance Dependence

The pattern of substance use, which leadsto Sgnificant distress/ impairment manifested by three

or more of thefollowing in aperiod of 12 months.

Q) Tolerance - the need for larger amounts of the drug in order to achieve the same effect.

(20  Withdrawd; characterigtic syndrome present upon cessation of the drug or the drug is
taken to rdieve withdrawa symptoms.

3 The subgtance is taken over alonger period of time than initidly intended.

(4) A peragtent dedreto decrease use, however atempts may be unsuccessful.

5) Socid and persond interests are given up or decreased due to the substance use.

(6) Congderable time spent acquiring the substance/using or recovering from use,

(7) Continuation of substance use despite awareness of recurrent problems associated with
use

In addition to these criteria, the World Hedlth Organisstion (WHO) Internationa Classfication
of Diseases, 10th Edition (ICD- 10) suggests that another essentia characterigtic of dependence
ISsthat the individual must possess a strong desire to take the substance and isindeed consuming
it.
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1.5 THE MAGNITUDE OF DRUG PROBLEMS

Recently, sgnificant advances have been made in the quantification of the burden of disease by
the World Bank (Murray & Lopez, 1997). This new approach smultaneoudy consders the
fatal and non-fatal consequences of diseese. This incidence-basad burden of disease approach
provides an esimate of the number of years lost due to premature desth and the number of
years of life lived with a disability. Importantly, for the fird time, this method adlowed the
cdculation of the number of disability adjugted life years (DALYS) log from any disease by
combining the two separate measures of disability or death.

In late 1996 the World Hedth Organisation (Murray & Lopez, 1996) published a table of
causes of disability adjusted life years (DALYs) logt in the developed nations. Substance use
disorders contributed 5.3% of the total burden of human disease. These priminary data, while
undergoing revison, provide a strong indicator of the worldwide burden of substance use
disorders. The authors themsealves indicate that the burden due to illicit drug use would be
under-reported in the sudy. Indeed, relative to use, illicit drugs cause a disproportionate
number of deaths. Furthermore, degths caused by illicit drug use occur & a much younger age
than those caused by tobacco and acohol. The population health consequences of drug use are
of greatest concern for intravenous drug use. Intravenous drug use is the primary vector for the
trangmisson of HIV (AIDS) and hepatitis. It is predicted thet in the year 2020, HIV will cause
1.2 million deaths worldwide and will be one of the world's top ten leading causes of desth
(Murray & Lopez, 1997).

Of the substance use disorders, dcohol dependence produces a consderable burden of disease
in men. In developed regions, it isthe third highest cause of DALY slogt in men aged 45-59 and
the second highest cause in men aged 15-44. It is the 5th highest cause of DALY slog overdl

for both sexes across al ages.

1.6 THE EPIDEMIOLOGY OF DRUG PROBLEMS

Subgance use disorders are among the most prevdent mentd disorders in the generd
community. There have been a number of large epidemiologicd sudies, firgt in the US and later
in other countries which have al consgtently demondrated the pervasive nature of drug and
acohol use disorders (Hall, 1996).

One of the firg epidemiologica sudies was the Epidemiologic Catchment Area (ECA) study.
The ECA involved persond interviews with over 20,000 Americans (Regier et d., 1990; Regier
et a., 1993). The results indicated that acohol use disorders were the second most common
mental disorder among the mgor diagnoses that were assessed (Helzer, Burnam, & McEvoy,
1991). A totd of just under 14% of the population suffered from acohol use disorders a some
time in ther lives, (with 8% meeting criteria for dcohol dependence) comparable to the 14%
who had phobias a sometimein ther lives (Robins& Regier, 1991).
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The prevdence of dcohol use disorders was strongly related to gender: 24% of men and 5% of
women had suffered from such disorders a some time in their lives, while 12% of men and 2%
of women had experienced these disorders in the year before they were interviewed. Just under
athird of the ECA sample (31% overdl, 36% of men and 25% of women) had used a leest
one drug. Drug use disorders were diagnosed in 6% of the sanple. Cannabis use disorders
affected 4% of the sample, followed by simulants (2%), sedatives (1%) and opioid (0.7%) use
disorders.

The Nationd Comorbidity Survey (NCS) is the mogt recent population survey undertaken
between 1990 and 1992 to examine the extent of comorbidity between substance use and nort
subgtance use disordersin the USA (Kesder et d., 1994). The survey used amodified verson
of the Compogte Internationa Diagnodic Interview (CIDI) schedule to meke the same
diagnosesasinthe ECA.

The prevdence of dcohol use disorders was higher in the NCS than the ECA. The NCS
differed from the ECA in assessng dependence symptoms in any person who had ever used
doohal 12 or moretimesin ayear (Anthony, Warner, & Kesder, 1994). The proportion of the
population that met lifetime criteria for acohol dependence was 24%. Men were more likey
than women to become dependent on dcohol (Anthony et d., 1994). At sometimein thar lives
12 % had a drug use disorder (15% for men and 9% for women). In the NCS this figure was
4% (5% among men and 2% among women).

The Nationd Survey of Mentd Hedlth and Well-Being (Hall, Teesson, Lynskey, & Degenhardt,
1999; McLennan, 1997) was the fird nationd survey of the prevdence of common mentd
disorders induding substance use disorders in the Audrdian adult generd populaion. The
urvey interviewed a representetive sample of 10,641 adults (aged 18 years or older) from
throughout Audrdia and assessed symptoms of the affective, anxiety, and subgtance use
disorders. Disorders were defined in terms of ICD-10 and DSM-IV diagnodtic criteria
Subgtance use disorders included harmful use and dependence on acohol, and the harmful use
and dependence on four cdasses of drug: cannabis, stimulants, sedetives, and opioids. The
method of the survey dlowed direct comparisons with both the ECA and NCS sudies.

In the past 12 months, 6.5% of Audrdians 18 years and over had an ICD-10 acohol use
disorder, and 2.2% had another drug use disorder. More maes than femaes had an dcohol and
other drug use disorder: 9.4% of maes and 3.7% of femaes met criteria for an dcohal use
disorder, and 3.2% of maes and 1.3% of femaes met criteria for another drug use disorder
within the past 12 months. The prevalence of substance use disorders decreased with increasing
age: 10.6% of respondents aged 18- 34 years met criteriafor an acohol use disorder ad 4.9%
met criteriafor adrug use disorder. The rates of these disorders among those aged 55 years or
older were 4.4% and 0.8%, respectively.
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Alcohal was the mosgt widely used of any drug but more users of other drugs had a use disorder
in the pagt year. Specificadly, only 8.9% of those who used dcohal in the previous 12 months
hed an acohol use disorder while 22.7% of those who used other drugs had a co-occuring drug
use disorder.

1.7 AIMSOF TREATMENT
Treatment has been defined as

The medical, aurgical or psychiatric management of a patient or client. Any
specific procedure used for the cure or amelioration of a disease, disorder, or
pathological condition. In a public health context treatment may be described as
secondary prevention.

(Reproduced from the draft UNDCP Glossary of Demand Reduction Terms
(United Nations, 1998b)

Tregtment ams to assis the individud to control or manage their drug use and responds to the
physologicd, psychologicd and socid consequences arising from an individud’ s drug use.

What are the aims of treatment?
- Toreduceillict and licit drug use

To reduce the hazard, harm and disability assodiaed with an individud’ s illicit and licit
drug use
To decrease the population hedth, socid burden and public safety threets associated
withilliat and liat drug use
To provide an economicaly viable means of reducing the overdl use of illiat and licit
drugs and their assodiated disability.

Treatment activities cover arange of drategies including brief interventions, self help programs,
psychologica thergpies, counsdling, pharmacothergpies, socid skills traning and relapse
prevention.
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2.0 ALCOHOL

2.1 GENERAL INTRODUCTION

Alcohal is the second most widdly used psychoactive substance in the western world (after
caffeine) and because of this, it has crested specid problems for individuas and society as a
whole. Alcohal is a sedative hypnotic: the main difference between it and other central nervous
system depressantsisthat it is used recreationdly rather than for medica purposes.

Alcohal isasmple molecule containing two carbon atoms and a hydroxyl group atached to one
of them. It is both water and fat soluble and can therefore cross biologica membranes eaglly.
Ethanol is rapidly absorbed from the someach, small intestine and colon and between 90-98 %
is completely oxidised in the liver a a congtant rate with respect to time. The remainder is
excreted unchanged from the lungs and breeth. The rate of metaboliam of ethanol does not
depend on the amount present in the blood (zero order kinetics). The oxidation process is
cadysed by the enzyme doohol dehydrogenase and occurs in the liver a a rate of
aoproximately 120 mg/kg/hour or 10 ml of 100% ethanol are metabolized each hour regardiess
of the blood dcohal levd (Sytkowski & Vdlee, 1979).

Short-term exposure to ethanol and the resultant behavioura and cognitive impairment depend
on the person’s age, weight, sex, prior exposure to ethanal, leve of tolerance and genetic
vulnerability. The effects range from minima coordination imparment and dight euphoria for
blood dcohol levels bdow 50 mg/dl to stage one anaesthesia a blood dcohal levels of 300mg
acohol per 100 ml blood (30 mg %). Leves of 300-700 mg % result in respiratory failure,
comaand desth.

Note: 100 mg % = 0.1g ethanol/ 100 ml. The average drink contains 8-12 g of absolute ethanol
per 100 ml.

2.2 TREATMENT SETTING

Previous reviews of treetment setting for dcohol treetment have conduded thet there is no
evidence for the superiority of inpatient over outpatient trestment of acohol abuse (Mattick &
Jarvis, 1993). The exception is that there are some types of patients, particularly those who are
itinerant, who might be more effectively trested in inpatient settings. A recent review by Finney
et d (1996) found that of the 14 research Sudiesin this areg, five favoured inpatient trestment,
two found day hospitd to be more effective then inpatient care and seven found no sgnificant
differences They point out thet in dl but one of the Sudies showing superiority for inpatient, the
inpatient care was more intendve than the comparison group. The review used a"box-score'” to
gauge trestment effectiveness, that is talying the number of sudies which did and didn't show an
effect. This method has limitations and the cdculation of effect szes is the preferred gpproach.
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Unfortunately, as the authors point out, the information available in the 14 sudies did not dlow
the caculation of effect Szes The authors concdude that given the overdl pattern of results for
the 14 dudies reviewed it is likdy that the effect Szes would favour inpatient care but ther
magnitude would be modest. Thisis conggtent with the review by Mattick and Jarvis (1993).

The Fnney & d (1996) review highlights the point thet the setting of treetment for dcohol abuse
isavey "digd" vaiade in rdation to trestment outcome. The mixed reaults of the 14 dudies
and the fact that only seven showed trestment setting effects indicated that other varigbles such
as moddlity, amount and duration of trestment are more likely to have an impact on outcome.

2.3 ASSESSVIENT

Assessment for doohol problems can range from brief screening interviews by generd hedth
care workers which may then leaed to early intervention; to in-depth measures of abroad range
of psychosocid functioning which are required to formulate and evauate ongoing structured
trestment programs.

2.3.1 Sreening

Because excessve doohol consumption is So pervadve, and has Sgnificant implicationsin terms
of hedlth care and other cogts to society, it is widely agreed that routine screening should occur
in primary hedth care settings (Gomd, Saunders, Burns, Hardcadtle, & Sumich, 1994; Moore,
1994). It has been argued in reviews thet there will be sgnificant cos-bendfits if screening is
routindy carried out in settings where prevaence of excessve drinkers is likey to be highest.
The fallowing settings have been highlighted, in order of sdience, with medica settings most
likdy to have the highest rate of identification, and recommendations are made regarding the
role of each:

- Medical practices. In Audrdia a least 80% of the population consult with generd
practitioners (GPs) each year. GPs ae thus idedly Stuated to detect drug and acohol
problems and offer advice and help to a-risk patients. Despite this, it gppears that they are
dill somewhat rductant to teke on this role (Gome et d., 1994; Roche, Guray, &
Saunders, 1991). This points to the need for more research amed a removing the barriers
to GPs being involved in screening.

General hospitals. Hospitds should be encouraged to undertake screening for excessive
acohol consumption and to provide advice and referrd as needed. Hospitd accreditation
should routindly assess whether such procedures are in place (Mattick & Jarvis, 1993).

The workplace: In workplaces where high rates of drinking occur, detection and trestment
would improve hedth and sfety and should be regarded as a cost-reducing exercise by
employers.

Wefare and general counsdling: As it is likdy that excessve acohal inteke hes
contributed to presenting problems a such services, routine screening and follow-up for
acohal abuse should increase the likelihood of a good outcome.
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In generd, diagnodtic tests for a condition are assessed on thair ability to discriminate accuratdy
between those who have the condition and those who have not. The term sensitivity describes
the proportion of individuds with the condition who test podtive on that test, while the
Specificity of atest isthe proportion of those without the condition who test negative. However,
it is not only the detection of the condition of acohol dependence which is the legitimate subject
of screening programs. In fact, the cods to the community from logt productivity and the
provison of hedth, wefare and legd services for people who are neither dependent nor
consume large amounts of doohol, far outweigh the cods of chronic adcoholiam (Rydon,
Redman, & Sanson-Fisher, 1988). Hence there has been a redisation in recent years that
screening for hazardous but non-dependent acohol use will lead to condderable benefits both
economically and in terms of the well-being of individudsin soaety.

Standardised methods of screening for excessive drinking include use of dinical examingions,
tesing for biologicd markers and use of dandard questionnaires. Standard dinical
examinations which invalve identifying physica Sgns of excessve dcohol consumption such as
dilated facid capillaries, bloodshot eyes and coating of the tongue, have been found to be
accurate for detecting dcohol dependence but are not sengitive enough for detecting signs of
hazardous, nondependent drinking (Mattick & Jarvis, 1993). The most widdy used biological
marker for dcohal abuse is srum gamma glutamyltranderase (GGT), a liver enzyme which
tends to be detected in around 55%-80% of people with dcohol disorders. Detection rates are
lower for hazardous, non-dependent drinkers. Overdl, reviews of rdevant ressarch have
concluded that standard questionnaires most accurately screen for both hazardous acohol use
and acohol dependence (Mattick & Jarvis, 1993; Schorling & Buchsbaum, 1997).

A range of standard questionnaires has been designed to screen for acohol abuse. Such
questionnaires as the 24-item Michigan Alcoholism Screening Test (MAST, (Sdlzer, 1971)) and
its shortened 13-item verson, and the 4item CAGE (Mayfidd, McLeod, & Hdl, 1974) have
been shown to be vdid in identifying dcohol dependence in maes, but ther ability to detect
non dependent hazardous drinking in femaes and a broad ethnic mix has not been established
(Cherpitd, 1995). The TWEAK is a 5-item verson of CAGE designed to assess a-risk
drinking in pregnant women (Russdl & Bigler, 1979). The Alcohol Use Disorders Identification
Test (AUDIT) wes developed as part of a WHO study of brief dcohal interventions and was
basad on research carried out in Sx countries. It is short; comprisng only 10 questions,
measures dcohol consumption, drinking behaviour and dcohol-related problems during the past
year, and has been shown to validly detect a-risk drinking behaviour cross-netiondly
(Saunders, Aadand, Babor, Fuente, & Grant, 1993).

Recent Research

Saunders e d (1993) document the devdopment of the AUDIT brief screening
questionnaire. AUDIT was developed following adminidration of a composte 150-item
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schedule to a representative sample of 1888 persons attending primary hedth care facilities
in 9x countries (Audrdia, Bulgaria, Kenya, Mexico, Norway and USA). The subjects were
classfied on the bass of a Sructured interview as 'nondrinkers (less than 4 drinks per
year), 'drinkers (4 or more drinks per year and never treated for acohol problems) and
‘dooholics (had been dagnosad and trested for alcoholism in the past or are seeking
trestment). Only thedrinkers group was used to sdect itemsfor the AUDIT questionnaire -
the other two groups were used for vaidation of the ingrument. The AUDIT questionnare
thus developed was found to have a senditivity of .92 and specificity of .94, usng a cut-off
score of 8 (maximum score is 40). The authors concluded that AUDIT is superior to other
soreenlng indruments, currently in use, because:

it detects persons at risk of becoming addicted, as well asthose dready dependent;

it has more relevance for assessment of current drinking status as it refers to the past

year, wheress other indruments refer to lifetime practice;

by requesting frequencies rather than yes/no responses, it does not require the

respondent to identify as a problem drinker;

it is relatively short and can be disguised amonggt other questions of a more generd

clinical nature so that respondents do not fed threetened; and

it isvdid cross-culturdly.
Bohn Babor & Kranzler (1995) evauated the vdidity of the AUDIT by assessng asample
of known dcohalics (n = 65) and generd medicd patients (n = 187) on severd sdf-report
questionnaires (AUDIT, MAST and MacAndrew screening tes (MacAndrew, 1965)), and
comparing outcomes with those from diagnodic interview, physcd examination and
laboratory tests. They found that the AUDIT corrdaed significantly with: scores on the
other two screening tests used; both questionnaire and physical measures of recent heavy
drinking; measures of dcoholism vulnerability such as familia dcoholism and sociopathy,
and somatic and affective consequences of drinking. They found that AUDIT was superior
to MAST in discriminating hazardous from non-hazardous drinkers.

Cherpitd (1995) looked a the rddive effectiveness of CAGE, short MAST, AUDIT and
TWEAK for screening for dcohol abuse, by comparing scores on these ingtruments with
scores on the Compodte Internationa Diagnogtic Interview (CIDI, (Wittchen, 1994))
acohal disorder measure. CIDI is a Sandardised interview for the independent assessment
of dcoohal intake and rdated disorders and has to be administered by trained personnd. The
sudy used a random sample of 1330 emergency room patients from a university medica
centre, and conddered harmful drinking and dependence separately. Overdl TWEAK and
AUDIT peformed best in identifying both hazardous and dependent drinkers, usng
gandard cut-off points. However it was dso found that different tests performed better with
different population sub-groups depending on the cut-off used. The author noted a problem
with the design of this sudy, in that dl subjects were asked severd quedtions rdlated to
quantity and frequency of drinking, and then given dl questionnaires in the same order i.e.
CAGE, then TWEAK, short MAST, AUDIT and findly the diagnogtic interview. A
randomised adminigration order would diminate serid order effects which are likdly to have
occurred in this desgn. Furthermore, Cherpitd noted that other research had found thet
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asking questions about quantity and frequency of drinking prior to administering a screening
guestionnaire can reduce the sengtivity of the screening instrument.

Hays et d (1995) screened 832 individuasin 6 West Coast trestment programs, who were
compulsorily atending the programs as a consequence of arest for acohol-impaired
driving. They were administered a 112-item questionnaire by computer. The questionnaire
condgted of various sociodemographic measures, questions about frequency of drug use
and vaious streening meesures induding CAGE, AUDIT and Short MAST. They
randomly varied order of presentation of questions about frequency of use but presented the
res of the questionnaire in condtant order. This would diminate the problem mentioned for
the Cherpitd study described above where prior questions about quantity and frequency of
use may have confounded results. This study found that, with only 4 items, the response
time was quicker for CAGE, but because of its shortness, CAGE was d<0 least rdliable
(.69 cf. .84 and .83 for Short MAST and AUDIT respectively) with the largest standard
error of messurement. Furthermore, the AUDIT and Short MAST were found to have
gregter reative vaidity based on various measures of drinking behaviour. They conduded
that CAGE provides condderable relevant data quickly, but MAST and AUDIT provide
more rdiable and vdid information with the additiond time burden of only 1-2 minutes The
Short MAST was found to be most sendtive to long-term drinking petterns, while the
AUDIT ismore sengtive to recent drinking experience.

Podndli et d (1997) compared scores on AUDIT with scores on the CIDI, for 482
subjects attending 10 primary care centres in Verona, Itdy. They conduded that AUDIT
performed as wdl as other screening insruments such as MAST and CAGE in detecting
dependent drinking, but had higher sengtivity and specificity for detecting hazardous non
dependent drinking. Other advantages of AUDIT noted in the Sudy arethat it is short, easy
to adminigter, and can be administered by hedth workers with no formd training. They dso
found that a shortened (5-item) verson of AUDIT showed acceptable accuracy. They
noted the potential ussfulness of this shortened verson of AUDIT for screening in busy
medica practices.

Vok e d (1997) sudied the effectiveness of AUDIT in a sample of 1333 primary care
patients of different racid/ethnic backgrounds The sample was sdlected in a randomised
fashion with the condraint that sufficent minority group (African- American and Mexicart
American) patients and women were included for testing race and gender effects amongst
the dependent and non-dependent categories of drinkers. AUDIT scores were compared
with Alcohol Use Disorders and Associated Disabilities Interview Schedule (AUDADIS)
diagnoses The study found strong support for the efficacy of AUDIT in screening mde and
femde white and minority primary care patients with little variaion between sub-groups.
Gender and recid/doohal use effects were accounted for by differences in prevaence of
doohal use problems in the various sub-groups. The authors pointed out the need to
criticaly examine cut-off points which may need to be varied in order to optimise the use of
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AUDIT as a screen for a particular leve of acohol use or to reflect different prevaence
levelsin the population of interes.

In their review of the literature on screening tests for doohol, Schorling and Buchsbaum
(1997) noted thet the Nationd Inditute of Alcohol Abuse and Alcoholism (NIAAA) in the
U.S. recommended that CAGE is usad to routindy screen for acohol abuse in generd
practice. They pointed out thet nather MAST nor CAGE is time-sengtive but that CAGE
has only 4 items and is thus easy to adminider. They referred to research sudies quoting
sengtivity and oedificity of various dcohol screening ingruments and reported that AUDIT
has only medium senstivity (.38-.63) in research on outpatients in various parts of the US.
They ds0 refer to the low specificity of AUDIT found with college students in one study.
However they do not refer to better outcomes for AUDIT found in the WHO sudy
(Saunders et a., 1993), nor to its broader gpplicability and greater rdiability and vaidity
found in the dudies quoted herein.

Other studies which tend to support use of AUDIT in preference to CAGE or MAST include

the

following:

Heck and Williams (1995) surveyed 1000 students, randomly selected a one Midwestern
univerdty in 1988 (response rate = 58.2%) and ancther 1000 in 1992 (response rate =
49.8%). Pat of ther sudies involved examining the screening characterigics of CAGE.
Problem drinkers were identified by a composite scde incorporating saif -reported quantity-
frequency data and negative effects. They found CAGE had low predictive vdidity overdl
and tended to be lower ill for women.

Hiro and Shima (1996 - abstract only read) administered Jepanese trandations of AUDIT
and CAGE to 93 applicants atending for hedth checks. Leve of acohol abuse was
asessed by semi-gructured interview. They found that AUDIT hed good sengtivity and
specificity for detecting both adcohalics (n=10) and problem drinkers (n=23), dthough
sample Sze was low. They dso found that AUDIT was superior to CAGE in discriminating
between these two groups of drinkers.

Skipsey e d (1997) examined the usefulness of AUDIT in identifying hezardous and
harmful drinking in asample of 82 patients who were dependent on other drugs. They found
that AUDIT was equivadent to MAST in identifying current alcohol dependence but better
than MAST in identifying hazardous drinkers.

U

1

MMARY POINTS

It is recommended that routine screening for acohol abuse is carried aut in primary care
SHtings
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2. Standard screening measures such as AUDIT should be used for screening purposes.

2.3.2 Assessment and Treatment Planning

Whilgt brief screening devices are useful for early detection and proective intervention in generd
hedth care sttings, more comprehensve assessment procedures are needed in speciaised
trestment settings for chronic acohalics. In this context the assessment interview is seen as
sarving two functions The fird is to obtain information on specific dient problems which will
assg in planning treatment god's and drategies and the second is to establish arapport between
thergpist and dient. It is recommended that assessment be done in a semi-<ructured, yet non
threstening and non-judgmenta way. The thergpis should establish a sense of hope and
optimism and dlow the interview to proceed in such away as to obtain the needed information
without dgnificant digresson. Although it is not recommended thet the interview is drictly
Structured, a checkligt of important aress should be used asa guide (Mattick & Jarvis, 1993).

It is important that the individud's motivation to change is assessad and, if motivation is not
adequate, treetment may involve darifying the bendfits of change to the drinker, with the express
purpose of preparing for change A widdy-quoted modd for preparedness for change is
Prochaska and Climente's Stages of Change Modd (Prochaska & DiClemente, 1986) which
has been gpplied to a broad range of addictive behaviors. This modd proposes that the

dependent person who successfully becomes non-dependent will go through four stages of
change, namdy precontemplation, contemplation, action and maintenance. So, according to this

modd, the individuad needs to be brought to the stage of contemplation in order to be ready to
change.

The dient's higory of drinking should be taken as well as an assessment of daily routine which
gives information on levels of drinking as well as antecedents and consequences of drinking.
Careful probing of drinking paiterns, indluding both quantity and frequency of drinking, is
needed in order to didtinguish daily drinking from binge drinking. This can be done through diary
or quesionnare. Other drug use (induding nicotine - (Sobell, Tonedtto, & Sobell, 1994))
should be assessd &t the same time.

Measuring level of dependence dlows for planning of redigtic gods for trestment. Seven
factors are regarded as symptoms of dependence. They are narrowing of drinking syle or
repertoire; salience or importance of drinking; subjective avareness of a compulson to drink;
increased tolerance to the effects of acohol; repeated withdrawa symptoms; rdlief or avoidance
of withdrawad symptoms by further drinking; and reingtatement of dependent drinking after
abgtinence.

Research has suggested that |ess dependent drinkers may achieve controlled drinking, wheress
severdy dependent drinkers should aim for abogtinence (Mattick & Jarvis, 1993). Sobel and
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Sobd| (1995) argued smilarly that from the available research, irrespective of dated trestment
gods or amount of drinking skills training, the mogt likely positive outcome of trestment for low
dependence drinkersis controlled drinking while, for high dependence drinkers, it is abogtinence.
This same editorid aso pointed out that other background factors such aslack of socid support
and poor vocationd hisory, may be more important in deciding treatment ams than
condderations of levels of dependence - thet level of dependence may be an epiphenomenon of
such other life drcumstances.

Seveard scdes have been developed to assess leve of dependence derived in generd from
operaiondisng DSM-IIIR (and later DSM-1V) criteria These scales indude the Severity of
Alcohal Dependence Quedtionnaire Form C (SADQ-C, (Stockwdl, Stharthan, McGrath, &
Lang, 1994)), the Sewerity of Alcohol Dependence Data questionnaire (SADD, (Radtrick,
Dunbar, & Davidson, 1983)) and the Alcohol Dependence Scde (ADS, (Skinner, 1982)).
Mattick and Jarvis (1993) emphedsad that no test or measure should be used done to
determine trestment outlines. Such measures can serve as useful guides to check progress, to
determine the amount of atention that may be needed by the individud, length of trestment or
trestment focus

In order to assess the validity of these and the short screening devices mentioned in the previous
section, it isimportant thet the acoepted dassficatory sysems, which set out diagnodtic criteria
for drug and dcohol use, are operaiondised through vaid and reliable assessment ingruments.
Larger diagnodtic interviews, such as CIDI (Wittchen, 1994), Schedules for Assessment in

Neuropsychiatry (SCAN, (World Hedth Organization, 1993b) and the adcohol/drug-revised
verson of AUDADIS (AUDADIS-ADR, (World Hedth Organization, 1992) have been
developed and revised on the bagis of criteriafor menta disorders as specified by the American
Psychiatric Association's mod recent verson of the Diagnodtic and Satistical manud of mental

disorders (DSM-1V, (American Psychiatric Associdion, 1994)) and the WHO Internationd

Classfication of Diseases (ICD- 10, (World Hedth Organization, 19933)).

The CIDI, SCAN and AUDADIS-ADR are dl beng assessed in a large-scde internationa
WHO-funded study, the firgt results of which were recently published (Ustun et d., 1997). This
sudy has found that the instruments reliably and vaidly diagnose drug and dcohol dependence,
However, this research dso found that the ingruments were not as reliable for assessng non-
dependent but hazardous use of dcohol and drugs. Hence there is a need for caution when
interpreting the above-described studies which assessad the vdidity of screening ingtruments
such as AUDIT and CAGE for detecting hazardous alcohol use againg CIDI interview results

Physcal wel-being as indicated by liver function, blood pressure, withdrawa symptoms and
organic brain damage should be included in the overdl assessment prior to trestment. Results
may prove ussful in counsdling againgt continued hezardous drinking. Cognitive dysfunction
should aso be assessed by use of neuropsychologicd tests.
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Because comorbid psychiatric conditions such as depresson have been found to influence
trestment outcome, it is important that these ds0 are assessed a the initid assessment dage.
Such conditions may need to be addressed as part of the trestment program. Thisis again likdy
to involve other specidist sarvices and it is important that contacts are established with these,
Brief psychiatric screening devices such as the Beck Depression Inventory (BDI, (Beck &
Steer, 1987)), the Bedk Anxidty Inventory (BAI, (Beck & Steer, 1990)) and the SCL-90
(Derogatis, 1983) can be adminigtered and responses used as the bagis for further probing for
possible comorbid conditions which may then lead to referrd to specidist services. Childhood
sexud abuse and sub-clinicd emationd problems (eg. dress, sodid skills) should be probed
through non-threstening discussion and referred on to appropriate speciaists as required. It may
be prudent to wait until the client is settled into the treatment relaionship before broaching such
ISSues.

Family issues may have an important bearing on trestment compliance and outcome. Such
factors as how the individud's drinking affects family rdations, the qudity of family rdaionsin
generd, the presence of violence and duse and the commitment of the family to the
rehabilitation of the individud dl bear heavily on outcomes. Interviews with sgnificant other
family members may hdp daify leves of dysfunction, expectations and/or commitment. Other
problems such as those which may arise & work, in other sodd Stuations and finenddly
should also be addressed.

Recent Resear ch

In an editorid in the British Journd of Addiction, Davidson (1992) pointed out thet, despite its
popularity, Prochaska and DiClimente's Stages of Change modd has found very little support in
the research literature. Among the criticisms enumerated by Davidson are thefacts that (1) there
gopears to be no evidence that people who defeat their addiction actudly proceed in order
through the stages, (2) thereisa sngular lack of support for the factors in the modd outside of
the US; (3) it ismore logicd to think of relgpse as a part of the process of change, and not asa
dage (4) successful individuds are often not awvare of proceeding through other stages in
readiness for change and (5) there has been little support for the modd from matching
trestment to stage. Evidence rdaing to motivation to change (incdluding stages of change) and
family rdaionshipsis discussed later under rlevant sections on particular types of interventions.

The WHO collaborative sudy (Ustun et d., 1997) on the rdighility and vdidity of the drug
use disorder instruments assessed a totd of 1825 subjects drawn from 12 internationd
centres. Each centre contributed between 131 and 197 cases of acohol and/or drug users,
but focused especidly on one or two principle drugs as wel as being responsible for one or
more sUb-studies (test-retest for one instrument or compaison between two indruments).
Samples were sdlected from both trestment and other generd non-trestment groups and
were enriched to ensure adequate ditribution across substance, gender and non-trestment
respondents. The researchers concluded that the three instruments used in the Sudy, the
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SCAN, CIDI and AUDADIS-ADR, rdiably diagnose dcohol and drug dependence. All
three indruments showed high inter-scde agreement for assessng dependence which
indicates thet the trandation from diagnodiic criteria to operationd assessment is reliable.
The test-retest rdiability coefficients for dcohol dependence were drong for esch
ingrument for ICD-10 and DSM-IV formulaions, ranging from .66 to .76. However,
reiability was poor for assessng harmful use and abuse, ranging from .17 to .60. They
comment on aess of possble improvement in operationdisation based on a careful
breskdown of the gatigticd findings.

No further recent reseerch was found in the literature review which compared the rdiabilities
and vdidities of the dcohol dependence measures.

SUMMARY POINTS

1. Asessmentt for trestment for dependence should messure leve of drinking; levd of
dependence; physcd effects of dcohal use; and psychiatric comorbidity.

2. Rdiable and vdid assessment indruments exist and should be used.

2.4. DETOXIFICATION

Detoxification is the term given to the process by which acohol and drug dependent persons
recover from intoxication in a supervisad way S0 that withdrawa symptoms are minimised. The
symptoms of withdrawd are generdly opposte to the action of the drug and, in the case of
acohal can be life-thregtening. The severity of doohol and drug withdrawa depends on such
fectors as levdl and duration of use, concomitant other drug use, the generd hedth and
nutritiona Sate of the person and the detoxification setting (Mattick & Jarvis, 1993).

Alcohol detoxification can be medicated or unmedicated. Unmedicated withdrawa involves
withdrawing from dcohol use without drugs to assst the process. However, thiamine and
multivitamins should be adminigered to moderate to heavy drinkers in order to correct
nutritiond deficits and prevent the deveopment of Wernicke s encephaopathy. Medicated
withdrawd involves subgtitution for uncontrolled drug use by a controlled drug which has a
smilar action to the abused drug. In the case of dcohol, benzodiazapines such as diazepam,
chlordiazgpoxide and chlormethiazole are recommended to combeat the symptoms of withdrawal
(Mayo-Smith, 1997). The dosage of sedative used to combat withdrawa should be carefully
cdibrated agang severity of symptoms and fluid satus needs to be monitored and stabilised.

Detoxification can be home-based or inpatient. Where a person is consdered likely to suffer
mild to moderate withdrawa, is not in need of sedative medication and has no medicd or
psychiaric higory which may complicate the process then home medicaion may be
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appropriate (Hayashida et d., 1989). Even in cases of severe and medicated withdrawa, home
medication may be chosen where conditions permit (Stockwdl, Bolt, Milner, Pugh, & Young,
1990). There must be dose liason between GP, paient and responsible caregivers and
preferably a community drug and doohal counsdor and/lor a community nurse should be
involved.

Where inpatient detoxification is warranted i.e. where the severity of dependence (and thus
complications) is likdy to be high, or where there are no supportive rddives or friendsto assst
with home monitoring, purpose-built detoxification units rather than acute medicd wards,
provide the best conditions for inpatient withdrawa (Alterman, Hayashida, & O'Brien, 1938,
Pedersen, 1986). These units are increesngly adopting a non-medicated gpproach, using
ingeed counsdling in a nonthreatening and non-simulating environment. In fadt, it is now
agreed that unless the patient routingly experiences tremors, sweseting, nausea and fedings of
gpprehension or dows symptoms of withdrawa convulsons and delerium, then they are more
likely to be hamed than hdped by use of medicaion for detoxification (Shaw, 1995).
Medication is thus reserved for these mogt severe cases, preferably administered in the more
relaxed environment of the detoxification unit.

Although detoxification is an important component of trestment for addicted drinkers, especidly
where the degree of dependence is greet, it is not gppropriate to consder detoxification as a
trestment in its own right. This is because people who have undergone detoxification programs
are equdly as likely to rdgpse as those who have not. As Mattick and Hall (1996) noted, the
benefits of detoxification in genera arise because of (1) the opportunity it provides for achange
in lifestyle with the help of other interventions and (2) harm reduction effects where continued
heavy drug-usage could lead to serious complications induding death.

Thus the primary effectiveness of a particular detoxification procedure can be assessed in terms
of retention rate, withdrawd severity, distress and medicd complications arisng during the
program. In assessing associated costs, outpatient programs tend to cost consderably less per
user than inpatient. However retention rates for outpatient programs are somewhat lower than
for inpatient and they could lead to greater cost burden because they attract dlients who would
not normally seek trestment (Stockwell et a., 1990; Stockwell et ., 1991).

The cog- effectiveness of detoxification can be assessed in terms of the probability thet the dient
will proceed to trestment, and thus detoxification costs would be incorporated into overdl
program cods, which are in turn balanced againg the ability of the particular program to reduce
addictionrdated deficits. However, in the Stuation where detoxification is used to temporarily
prolong life or improve qudity of life, there may be no generd economic bendfit. Yet it is
congdered incumbent upon a modern humane society to finance many uneconomica medica
interventions, espeadly with the dderly and severdy disabled.

Recent Resear ch
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There has been veary little research in this area Snce 1991. Important research is described
below.

Mayo-Smith (1997) completed a metaandyss of dl trids of the pharmacologicd
management of acohol withdrawa reported through MEDLINE up to July 1, 1995.
Origind data from 65 prospective controlled trids involving 42 different medications were
andysed. Overdl benzodiazapines were found to be most effective of dl agents sudied, and
more effective than placebo, in reducing the incidence of ddlirium or saizures associated with
aoohol withdrawd. All benzodiazepines appear equdly effective dthough there is some
evidence that longer acting agents may be more effective in reducing saizures As wdl as
having the grestest documented efficacy, benzodiazgpines were aso found to be safer and
hed lower abuse potentid than other agents studied. The author dso recommended use of
individudized dosing regimens wherever feasible, based on patient withdravd higory and
Sandardized assessment of current needs.

Stockwell and co-workers (1991) contrasted rates of trestment completion and
complications for 41 severdy dependent dcohalics treated medicaly a home, with a
retrogpectively -matched group treated on an inpatient basis. This study found thet, for those
uffering from severe dcohol dependence, medicated home detoxification was as safe and
effective asinpatient detoxification.

In another report from this same treatment program (Stockwell et d., 1990), use of
community nursng Sarvices to supervise medication a home was found to be a very
effective and chegp dterndive to inpatient detoxification, with costs about 1/4 those of
inpatient care. Both dlients and relatives rated support from the community nurse as being
more important than the medication. Furthermore this research found that home treatment
was preferred by the great mgority of patients, with haf daiming they would not acoept
hospital care.

Pedersen (1986) andysed various aspects of a socid setting doohol detoxification unit
established in Sydney in 1981. The unit was set up as an dterndive to acute medicd care
and did not use drug-asssted withdrawd thergpies. Patients were ambulatory rather than
bed-based and the units were organised to encourage a domedtic rather than a dinica

amogphere. Of particular research interest was whether such units do decrease demands
on hospita care and whether their use is associated with increased risk to heavy drinkers
Pedersen followed up al 4192 admissions to the unit between October, 1981 and July,
1984 and found thet despite the fact that the unit dedlt with a population with chronic and
magor acohol imparment problems, only 1.2% required transfer to acute hospital care with
only .5% being tranderred for symptoms associated with dcohol withdravd management.
The author concluded thet, given that the daly bed cogt in one of these units is
aoproximately 1/4 of hospitd acute care bed codt, such detoxification units gppear to be
both cheaper and better for the large proportion of those in need of the service.
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Hayashida et d (1989) compared the effectiveness, sefety and costs of medicated
outpatient and inpatient detoxification from dcohaol in a randomized, prospective trid usng
164 mdes of low socioeconomic satus. Their procedure for trestment of outpatients was to
require them to atend an outpatient unit for evauation each week day when blood samples
and reported usage of medication and acohol were recorded. Inpatient trestment was a
gandard procedure adminigtered in a closed ward. The importance of proceeding to
rehabilitation treetment following detoxification was emphasised to bath groups. A period of
no more than two caendar weeks was dlowed for completion. Usng a sringent test for
completion of detoxification which involved physologica as wel as sdf-report measures
they found thet:
- ggnificantly more inpatients than outpatients successfully completed detoxification
(95% cf. 72%;p<.0001);
outpatients took ggnificantly less time to complete (mean of 6.5 days cf. 9 days for
inpatients; p<.001);
no patients in ether group showed severe medicd consequences from acohol
withdrawa whether they completed or nat;
there was no sgnificant difference between the two groups in terms of the rates of
entry to rehabilitation trestment (59% for outpatients and 65% for inpatients);
there were no differences between the two groups in need for redetoxification in the
1 month and 6 month follow-up periods;
inpatient trestment was markedly more coslly than outpatient, with average codts,
based on alow egtimate, 19 times that of outpatient and, based on a high estimate,
of 9.5 times outpatient costs, and
outcome meaaures a 1 month and 6 month found no differences between the two
groups, with gpproximately 50% of both groups abstinent for the month preceding
the 6 month follow up.
The authors concluded that outpatient detoxification should be regarded as an
effective, safe and cos-saving dternative to inpatient care for thosewith mild-  to-
moderate symptoms of acohol withdrawal.
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SUMMARY POINTS

1. Detoxification done is of benefit to the individud as it provides respite from the physcd
damage which isadirect consequence of heavy dcohol usage.

2. In order to maintain this benefit, detoxification needs to be augmented by trestment to
prevent relgpse to drinking.

3. Appropriatdly supported home detoxification gppears to be as effective as inpatient
detoxification even for severdly dependent acoholics. Home detoxification has been rated as
4 to nearly 20 times less expengve and is the preferred treatment setting for those
undergoing detoxification.

4. Where outpatient care is not feesble, specidised detoxification units providing ambulatory
and non-medicated care are chegper and a least as effective as Sandard hospitd inpatient
cae

2.5. SPECIFIC INTERVENTIONS
2.5.1. Pharmacotherapies
Definition and applicability of pharmacotherapies:

Pharmacothergpies in this context refer to drug thergpies used as part of the trestment and
rehabilitation of acohol abusers. Hence drugs used specificdly to offset the symptoms of
withdrawa during detoxification are not induded here (see section 2.4). The individuas for
whom pharmacotherapies are being trialed tends to be those who are dependent on acohol
and recovering fdlowing detoxification. In generd there is little research on the use of
pharmacotherapies in treating those who abuse dcohol but are not dependent.

Over the pad 40 years, drug thergpy for the treetment of dcohol abuse has typicdly involved
use of antidipsotropic drugs such as disulfiram and cacdum carbamide. These drugs inhibit the
enzyme that catayzes the breskdown of acetaldehyde in the blood. Ingestion of acohol raises
acetddehyde levels which, if dlowed to build up in the sysem, causes unpleasant symptoms
such as nausea, vomiting, dizziness and shortness of breath.

More recetly and with the improved underdanding of bran neurobiology, new
pharmacologica trestments for acohol abuse have been proposed and tested. Use of these
medications is based on theories regarding the relevance of various neurotrangmitter sysemsin
esablishing dependence. These trestments incdude use of dopaminergic agents (e.g.
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bromocriptine), selective serotonin reuptake inhibitors (eg. citaopram), a glutamate antagonist
(acamprosate), and opiae antagonigts (eg. ndtrexone). Because of the high incidence of
anxiety and depresson with dcohol dependence, anti-anxiety drugs such as buspirone and
antidepressants such as imipramine and desipramine have adso been gpplied to the trestment of
individuas with acohol dependence and comorbid depresson or anxiety.

Two large-scde ariticd reviews, one of disulfiram (Hughes & Cook, 1997) and the other of the
newer pharmacothergpies (Moncrieff & Drummond, 1997), were published in 1997. Both of
these reviews concluded that research in the areais methodologicdly poor and thet there islittle
evidence that pharmacotherapy is an effective treetment for acohol abuse. However,
commentaries on these reviews, espedidly that by Moncrieff and Drummond, have criticised
them for being too harsh. Ritson (1998) provides an update on the newer pharmacotherapies
which is more optimigtic then the review by Moncrieff and Drummond, but does not provide a
criticd andyss of the research reviewed.

Disuifiram

Hughes and Cook (1997) pointed out thet studies of ord disulfiram provide equivocd evidence
of efficacy due to problems with methodology. For ingance, it is difficult to carry out a double
blind sudy on disulfiram, because ingegtion of a andl amount of dcohal will result in nausea,
which then dearly indicates to participants whether they are part of the treatment or placebo
group. Because the effects of disulfiram are o direct and aversve, unsupervised adminidration
has particularly poor efficacy - if paients want a drink, then they can skip the medication for a
period. However, this drawback with regard to long-term abstinence has been found to be
more benefica in terms of controlled drinking outcomes. Hughes and Cook reported thet there
was some evidence thet ord disulfiram can reduce the number of drinking days and amounts
drunk in compliant patients, but this needed further evauation.

Maintenance of compliance is a sgnificant problem with the use of ord disulfiram Thus
disulfiram implants have been proposed and tested in various sudies (Hughes & Cook, 1997).
However, these sudies have found that it is not feesble, with current technology, to use
disulfiram implants to assg in reduction of dcohaol use. Hughes and Cook condlude that further
research is warranted into the efficacy of injectable long-acting disulfiram metabolites, aswel as
identifying patient characterigtics which may increese the efficacy of ord disulfiram trestment.

In their large-scde methodologica review of treatments for dcohol problems, Miller et a
(1995) found that trestments usng disulfiram had equivocal outcomes. Schuckit (1996), in
reviening recent developments in this area, concluded thet evidence for dinica effectiveness of
disulfiram ismodest a best; and that the use of this treetment needs to be carefully congdered in
view of the risks, dthough low, of various dangerous Sde- effects such as peripherd neuropethy
and hepdtitis. In ther review of pharmacotherapies for acohol dependence, Zerniget d (1997)
a0 advocate againg the routine use of disulfiram because of the dangerous Sde effects of this
drug.
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New pharmacotherapies

Moncrieff & Drummond (1997) provided a penetrating and highly critica review of research on
the newer drug trestments for dcohol ause. As they Sated, research on these new drugs is
based on the premise thet centrd biochemica mechanisms modulate drinking behaviour which is
therefore susoeptible to modification by centrdly acting agents. They criticized the methodology
of the randomized contralled trids (RCTs) completed in the area and many of these criticiams
have been raterated with regard to outcome studies for other trestments (see section 2.5.2 on
brief interventions). Such problems as lack of generdisability, variable outcome specification,

falure of double-blinding and subgantid unspecified withdrawas from gudies led them to
conclude thet to date there was no dear evidence of the efficacy of any of the new drug

treatments.

Furthermore, Moncrieff and Drummond sounded atimely warning that pharmacothergpies may
be promoted in a biased fashion because they may gopear to provide a quick fix for what isan
intringcaly psychosocid problem. They daimed thet such therapies may undermine sdif-efficacy
which is important in relgpse prevention and thus in the long-term recovery of acohol abusers.
In this context they commented on the plausible advantages of incorporating acohol-sengtizing
drugs such as disulfiram in an overdl cognitive-behaviourd program, compared with centraly-
acting drugs which are intended to replace or counter psychologica mechaniams such as
craving. There are a0 srong commercid factors operating and drug companies were generaly
Seen as having congderable politicd influence.

The review by Moncrieff and Drummond drew condderable expert comment and criticism
(Chick, 1997; Kranzler & Babor, 1997; Littleton, 1997; Nutt, 1997; OMadley, 1997; Soyka,
1997). In particular, most experts who commented fdt that Moncrieff and Drummond were
being too negative and expected greater rigor of pharmacologicd trids than had been achieved
in tesing psychosodid interventions for acohol ause For indance, it is difficult to ddiver
psychosocid interventions in a double-blind paradigm, and the notion of testing whether
ubjects bedieve thet they are in a trestment group or nontrestment group is not generdly
addressed in such research. So, to require trids of pharmacothergpies to have such rigor is
somewha harsh. However, because good control is not achievable in one area of research,
does not mean that it isnot possblein other aress.

Perhaps more plausbly, the comparison made by Nutt (1997) with ECT trestment for
depresson demongrates why it isimportant not to dismiss treatments for acohol abuse because
they are not found to be generdly gpplicable in RCTs RCTsfor ECT when administered to the
broad range of depression sufferers would undoubtedly have large dropout rates and thus ECT
would nat be found to be effective in an intentionto-treet andys's. However, it has been found
to be amost valuable and effective tresiment for a particular sub-group of depressves

Expert critics of the review by Moncrieff and Drummond argue that specific combinations of
psycho - and pharmacothergpies, designed for particular sub-samples of drinkers, are likely,
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ultimately, to prove more efficacious in the treetment of acohol abuse than ether thergpy done,
It would be ingppropriate to digmiss these promising trestments Smply because, to date, the
appropriate research has not been completed.

Bdow is a summary of the findings of the review by Moncrieff and Drummond and of more
recent RCTs carried out for particular pharmacotherapies.

(@) Naltrexone

The research qudies on ndtrexone which were reviewed by Moncrieff and Drummond (1997),
tended to be of short duration and equivoca in outcome. They conclude that adthough the
dudies reviewed gppeared to show a positive effect for natrexone, they may have been biased
and that evidence is accumulating from more recent trids that natrexone may be of limited
effectiveness.

Two reports from one study have been published since that review, which assessed the
effects of a combination of natrexone and intensive relapse prevention thergpy in order to
darify issues regarding patient - trestment matching. One report was published immediatey
folowing treament (Jaffe, Rounsaville, Chang, Schottenfdd, & et d., 1996) and a 6
months follonrup (OMadley et a., 1996). There were four trestment categories within a
2x2 factorid desgn: ndtrexone and intensive rdgose prevention trestment (coping skills
therapy); ndtrexone and supportive thergpy (minima treatment); placebo and relapse
prevention; and placebo and supportive therapy. Treatment was provided for 12 weeks
for asample of 104 subjects.

They found a ggnificant decrease in average daly drinking during the 12 week tregtment
period for those treated with naltrexone compared with placebo, but no difference in drinks
per occason (Jeffe et d., 1996). Although only exploratory, examination of interaction
effects suggest ed that patients with higher levels of craving and poorer cognitive functioning
might benefit most from ndtrexone trestment. There was no main effect for psychotherapy
but there were interaction effects in that higher levels of verbd learning were associated with
better outcomes for intensive psychotherapy but not for supportive thergpy; while lower
levels of verbd learning were asociated with poorer outcomes for intendve relgpse
prevention but not for supportive therapy.

At 6-months folonrup (OMadley e d., 1996), the beneficd effects of ndtrexone
compared with placebo on any drinking had disappeared. However, if heavy drinking only
Is congdered, subjects who received coping skills therapy and placebo had rates of heavy-
drinking smilar to the two ndtrexone groups and sgnificantly lower then the group thet
recelved supportive thergpy done. Hence the effects of ndtrexone podt-trestment on
abginence appear to decrease over time, but it may have a role to play in maintaining
controlled drinking outcomes. Due to the smdl sub-sample szes and other methodologica
problems, some of which were discussed by the authors, these studies do not provide
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sgnificant support for the generd gpplication of natrexone thergpy for trestment of acohol
abuse. However, they do provide some interesting leads regarding future research in the
area. In paticular, use of ndtrexone with specific sub-samples of dcohol abusers, or for
longer or intermittent periods, based on individua response, need to be further investigated.

Studies by Kranzler et d (1997) and King, Volpicdli and co-workers (1997) dso explore
issues of how ndtrexone should be administered and for whom it may prove most effective.
Kranzler and coworkers found that dlowing subjects to sdf-administer ndtrexone to target
paticular high risk dtuations, in combinaion with brief coping sills training, resulted in a
ggnificant dedine in doohal abuse.

King e d found that high risk socid drinkers (firg-degree reatives of dcohol abusers)
showed gregier dedine in physologicad response to doohol following ndtrexone
pretrestment than did low-risk subjects Highrisk subjects were dso more aware of
naltrexone reducing dcohal effects Again, dthough methodologicaly flawed, the results of
this sudy point to areas of further research which may assg in identifying those groups most
likely to benefit from naltrexone trestment for alcohol abuse.

(b) Acamprosate

Moncrieff and Drummond (1997) concluded that despite inconsstent results for acamprosate
from the dudies in ther review, there is some evidence to suggedt that it has a smdl but
dgnificant beneficid treatment effect compared with placebo. The sudies bdow were ot
covered by thisreview.

Sass et d (1995) pooled data from 11 European trids which compared acamprosate with
placebo (n=3338). Although not reported in detal, the authors dated thet the Sudies
included had comparable designs, with trestment duration varying between 6 and 12 months
except for 1 sudy of 3 months. They found that acamprosate was Sgnificantly superior
using the intention to treet principle for the outcome criteria used, namely, rates of patient
attendance (50% acamprosate group vs 40% placebo), abstinence rate (67% vs 54%), and
longer duration of drink-free periods (49% vs 40%). No sgnificant interaction effects were
found with other variables such as psychotherapy, and outcome was adso found to be
podtivey influenced by increesng age and decreesng basdine dooholian severity.
Unfortunady, a more critica review of this meta-andyds is not possble as it has been
reported in English as an abdract only.

Poldrugo (19974) completed a RCT for patients & 5 acoholism trestment units in northern
Italy. The totd sample Sze was 246, with 122 randomly dlocated to 6 months acamprosate
trestment and 124 to placebo. The sudy had a high exduson rate - 73.3% of acohol

dependent subjects who were screened were excdluded; and a high dropout rate with
sgnificantly higher dropouts from the placebo group - 49.1% of the acamprosate group and
33.8% of the placebo group were retained after 6 months trestment plus 6 months follow-
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up. Following detoxification, and during the trestment period, subjects in both groups
recaved the full rendbilitation program which induded group sessons family thergpy,
education on acoholism, community medtings and physca and recredtiond activities. The
acamprosate group had dgnificantly more postive outcomes in terms of aogtinence rate,
timeto first relgpse and cumulative abstinence duration. These outcomes were reinforced by
data from biologicd markers. Other variables such as levels of dependence, craving,
psychatherapy, involvement in sdf-hep groups, depresson and anxiety were not predictive
of cumulative abgtinence rate when adjusted for number of comparisons made. However,
sudy numbers may not have provided sufficient power to obtain Sgnificant findings for the
large number of t-tests carried out.

Pdc et d (1997) randomly assgned 188 subjects to placebo and 2 levels of acamprosate
(1332mg/day and 1998mg/day) following a 14-day detoxification program. The study
covered a trestment period of 90 days and 119 (63%) completed with sgnificantly more
completing in the two acamprosate groups. The two acamprosate groups hed sgnificantly
improved outcomes compared with placebo, for dl outcome measures. cumulaive days
abgtinent, relgpse rate, number abgtinent for whole trestment period (survival andyss), time
to first regose, score on Clinicad Globa Impresson scae, craving and biologicd markers.
Although no sgnificant differences were found between the two acamprosate dosage
groups, there was a trend for the higher dosage group to have a better outcome. Small

numbers may have precluded sgnificant findings for these comparisons. As with the sudy
by Poldrugo reported above, there were no sgnificant differences between groups for other
psychosocid varidbles. As pointed out by the authors, this study cannot be consdered
condusive due to the lack of information on follow-up and post-treatment relgpse.

Another recent sudy assessng acamprosate was carried out by Besson et d (1998). This
Sudy atempted to follow patients through 1-year trestment and a further 1-year follow-up
and dlowed concomitant voluntary usage of disulfiram to be induded in the andyss

Patients were detoxified and randomly assigned to acamprosate or placebo (N=55 in each).
The groups were draified by disulfiram use. Only 19 in each group (35%) remained by the
end of the 360 day trestment period. Results from al efficacy messures used showed

acamprosate to be sgnificantly more effective than placebo during treestment except for the
last vigt where the numbers were probably too low to obtain sgnificance, even though the
acamprosate group had nearly twice as many abgtaners as the placebo group at thet vist.
The patients who used disulfiram (22 in placebo and 24 in acamprosate groups) hed
ggnificantly higher levels of dependence based on severa measures but had improved

outcomes compared with those not on disulfiram. However they dso had more frequent
contact with hedth advisors, so that no direct comparisons can be made amongst the four
disulfiram/acamprosate groups. The authors were able to conclude that no adverse
interactions were found between disulfiram and acamprosate and that the group using both
hed a better cumulative abstiinence duration than the other 3 sub-graups. The low number
completing trestment meant that no datidicaly useful findings could be meade regarding

follow-up. However, the authors observed thet no rebound drinking occurred following
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termination of medication, athough they did not darify if this goplied to both placebo and
acamprosate groups. This suggests that gains made through trestment were maintained.

(c) Other pharmacotherapies and comorbid groups

Moncrieff and Drummond (1997) conduded thet the dopamine agonist bromocriptine had not
been found to be effective in research that they reviewed. This has been confirmed in a more
recent internationdl multicentre RCT (Naranjo, Dongier, & Bremner, 1997) usng 366 subjects
in 16 internationd centres. This study found that, following 6 months treestment, bromocriptine
was no more effective than placebo in maintenance of abgtinence or reducing drinking.

The review by Moncrigff and Drummond aso found little support for the use of sdective
serotonin reuptake inhibitors (SSRIS) in treatment for dcohol ause. No more recent large scale
RCTsusng SSRIs on noncomorbid acohaolics were found in the literature search. A smdl sudy
comparing both fluvoxamine (n= 25) and dtaopram (n=33) with placebo (n=23) (Angdone,
Bdlini, Di Bdla & Catdano, 1998) had postive findings with regard to continuous abgtinence
over the 16 week period of ther sudy. However, they ignored dropouts and it is unlikely thet
the differences found between the three groups using an intention to treet andyss would be
sgnificant.

In his 1998 review of pharmacothergpies for acohol problems, Ritson (1998) points out thet
thereisittle evidence of benefit of SSRIs, except possibly for some genetically-mediated forms
of acohol dependence rdating to severe depression. Studies which compare ritanserin, ancther
SSRI, with placebo have not been able to show a benefit for this drug.

Condius et d (1997) report a 12-wesk RCT udng fluoxetine (an SSRI) with dcohalics with
comorbid depresson. Although the sample Sze was low a 51 (with a further 5 dropping out)
and the sudy period was somewhat short, the fluoxetine group showed sgnificantly decreased
depresson and a sgnificantly less acohol consumption over the study period. Therewas dso a
srong correlation (Pearsonr @0.60) between change in leve of depression and change in
aoohol consumption. No follow-up was carried out.

Buspirone is an awiolytic which has dso shown some promise in tregting dcohalics with
comorbid anxiety. Moncrieff and Drummond reviewed four RCTSs for buspirone and pointed
out methodologicd problems associated with those with pogtive results and the generdly
negative outcome for the sudy which was best controlled. Thereis thus little current evidence to
support its use to reduce acohol abuse amonggt high anxious acohalics.

Two recent sudies which tested the efficacy of tricydic antidepressants with dcohalics with
comorbid depression did not show a ggnificant benefit of these drugs compared with placebo
with this group of dcoholics (Mason, Kocs's, Ritvo, & Cutler, 1996; McGrath et d., 1996).
Sample sze tended to be too smdl and follow-up too short. Furthermore, the significant sde-
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effects of imipramine in the McGrath sudy may have derted participants to ther trestment
gatus.

Summary of effectivenessand expert commentaries

In generd, experts agree that it isimportant that pharmacologicd trestment for acohol abuse is
adminigtered within an active and supportive psychosocid treatment program (Carroll, 1997;
Hughes & Cook, 1997; Poldrugo, 1997b; Ritson, 1998; Zernig et d., 1997).

From research evidence and because of the risks associated with its use, the antidipsotropic
drug, disulfiram is not recommended for routine use with recovering acoholics However,
further research on antidipsotropics may be fruitful as there is some suggedtion that sdf-
adminigration may have aroleto play in mantaining controlled drinking with compliant petients

The use of ndtrexone to prevent rdgpse in recovering dcohalics has received little empirica
support to date. However, as with the other newer pharmacotheragpies, it may prove to be
ussful for particular sub-samples of patients using more flexible schedules of adminidration. In
paticular it may as3g those patients with poorer cognitive functioning who benefit least from
coping skills training. Also, as with antidipsotropics, it may prove hdpful in maintenance of
controlled drinking in particular patients.

Acamprosate was the mogt promising of the pharmacothergpies reviewed here. In generd,
benefits over placebo have been small but sgnificant. More research is needed on effects of
dosage levd as wdl as trestment time, post-treatment effectiveness and gppropriate
psychosocid backup.

There is little evidence to support the use of ether the dopamine agonist bromocriptine or
SSRIs with noncomorbid petients. However, SSRIs may prove vauable with the subgroup of
depressed dcohalics. On the other hand tricydics such as imipramine and desipramine appear
to have little effect on drinking outcomes for depressed dcoholics As Mason et d (1996)
commented consequent upon their research on desipramine, it is more likdy that the newer
generaion of antidepressants with their gregter tolerability and lower toxicity, the SSRIs, may
be more fruitfully tested for effectiveness with depressed acohalics.

Studies to date have been equivocd regarding the effectiveness of the antianxiety drug
buspirone in reducing drinking in anxious acohalics

SUMMARY POINTS
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1. Moreresearch is needed on the gppropriate applications of al pharmacotherapies currently
being reviewed for the trestment of acoholism. This research needs to be more rigorous.

2. The risks assodated with disulfiram, dong with the poor research findings for this drug
indicate that there is a need to replace it in the repertoire of treetments for acohol
dependence.

3. Phamacothergpies should only be used in conjunction with psychothergpies in the
prevention of relapse for detoxified acohalics.

4. Acamprosate is the most promisng pharmacothergpy. Support for natrexone is wesk a
this dage, but it may prove usgful for paticua sub-samples of dcoholics.

5. Evidence that antianxiety and antidepressant drugs help reduce drinking is poor. However
SSRIsmay have aroleto play with depressed dcohalics

2.5.2. Brief Interventions

Brief interventions provide short-duration trestment for dientsidentified by screening as drinking
a hazardous or harmful levels. Babor (1994) describes atypicd brief intervention as conssting
of structured therapy of short duration (5-30minutes), which is offered to help the individud to
cease or reduce drinking. Brief interventions encompass a variety of trestment gpproaches
induding hedth education, sdf-management training, group therapy, sodd skills training, smple
advice (ether direct or through manuds), and mativationd interviewing.

It is genegrdly agreed that brief interventions are mogt gppropriately carried out in primary
hedth-care settings, because these are accessed by alarge proportion of the generd population
on aregular bass Being unsolicited, brief interventions contragt with more intensive trestments
which tend to be sought out by the dient, or by others on behdf of the dlient.

Miller et d (1995) found thet brief interventions and motivationd enhancement and sdf-help
manuds (which are induded as brief interventionsin the present review) were amongst the most
effective and d o the chegpest to implement. They tend dso to be used for the less severdy
affected drinkers. Although severd large-scale reviews of research have been undertaken in the
past decade (Babor, 1994; Bien, Miller, & Tonigan, 1993; Kahan, Wilson, & Becker, 1995;
Mattick & Jarvis, 1993), their findings are reflected in a recently-completed neta-andyss
outlined below, and so they will not be reviewed separately here.
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The most recently reported metaranalyss of brief interventions (Wilk, Jensen, & Havighurg,
1997) induded those 31 trestment trids published in Medline and Psychlit between 1966 and
1995 which fitted the following indudon criteria
trids with a focus on brief interventions for dcohol ause in adults which were prospective
and randomized with no acohol-related trestment for controls,
the sample sze was greater than 30;
the brief intervention was of a mativationd sdf-help orientation, which incdluded feedback,
education on the harms of drinking and advice to moderate to low-risk levels ad
interventions ranged from 10-15 minutes to 1 hour and follow-up (booster) sessions varied
from 0-3 sessons.

Twelve sudies were found to fulfil these criteria Some of these individua sudies incorporated
excdluson criteria such as leve of dependence, having received previous advice to stop, and
having serious medical or psychiaric disorders.

The 12 dudies represented 3948 patients from outpatient, inpatient and genera populations,
who had been randomly assgned to intervention or control group. The studies were assessed
quantitetively and qudlitatively. For the quantitative andyd's, odds ratios were caculated based
on the estimate that heavy drinkers moderated their drinking 6 or 12 months after intervention
compared with the untreated control group. Eight of the 12 sudies provided adequate data to
do this caculaion, which represented 70% of al subjects in these dudies. Although 3 of the 8
sudies, had non-sgnificant odds retios (Figure 1), the mean pooled odds ratio was 1.95,
indicating that subjects undergoing trestment were nearly twice as likdy as control subjectsto
have moderated their drinking over the rdlevant time period.

The quditative assessment was based on a widdy-used scoring sysem developed for this
purpose (Chdmers, Smith, Blackburn, & d, 1981) and, for this metaanalyss, scores in the
following categories were used: selection criteria, rgjection log (patients screened and rejected),
testing of randomization, blinding of assessors, measurement of biologicd equivaents (eg.
GGT, blood pressure), daidicd andyses, handling of withdrawd and data presentetion.
Possible ratings range from O for the poorest qudity to 1.00 for the highest. The mean score for
this Sudy is comparable to those found in other dinicd trid metaandyses Quality ratings for
the 8 sudies for which odds ratios were cdculdble are liged in Figure 1.
It should be noted thet the mean qudity rating for Sudies with non-ggnificant odds ratios was
64, while for dudies with ggnificant odds ratios it was only .53. This means tha the poorer
qudity (and presumably less accurate) studies tended to produce more pogtive findings, which
supported some of the criticisams of the methodology and andyds of the research raised by the
authors. These criticdiamsind uded:
the randomization process was flawed in dl but one sudy (Babor et d., 1994) and often
details were not adequatdy reported. Hence there was a large risk of over-esimation of
trestment effects across most of the sudies. Tests comparing basdine characterigtics of
trestment and control groups carried out in more than hdf the trids showed inggnificant
differences but this does not necessarily excdlude the possibility of enlarged treetment effects;
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FIGURE 1: Mea-andyss reaults for eight randomized controlled trids whose outcome data dlowed

caculation of individual oddsrétios (from Wilk et al 1997).

Sudy OddsRatio (OR) of Study (95%Cl) Quality
Q) — 2.22 (1.69-2.91) 0.76
) 3.20(1.20-8.54) 0.69
3 1.09 (0.38-3.09) 0.68
(4) 1.66 (0.47-5.89) 0.47
(5) 3.01 (1.25-7.25) 0.28
(6) 2.10 (1.05-4.19) 0.31
) — 1.79 (1.39-2.30) 0.59
8 1.22 (0.60-2.48) 0.76
Al — 1.95 (1.66-2.30)

— | |
03 05 10 50 10.0
OR (log scale)

the sudy sdection process (literature survey) may have meant that randomised controlled
trids with negative results, which tend to be under- published, may be under-represented,
the results were only generdisable to those heavy drinkers with little or no acohol
dependence. There was thus a likdihood of falure or onsst of withdrawd if brief
intervention aone was used for the more severdly affected dependent group. Hence the
authors urged caution in goplying brief interventions, and

it was not yet clear what the impact of brief interventions was in other sgnificant areas such
as cog effectiveness, hard endpoints such as mortdity and morbidity, long-term effects of
trestment and hedlth care utilization.
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The authors noted thet biomedica markers are unreliable measures, and recommended thet in
future research, other collaterd information on outcomes, such as CAGE and reports of
ggnificant others, should be obtained. Also, effects on such varidbles as work performance,
family rdationships and overdl qudity of life indicators should be condgtently induded. They
emphasised the need for the use of standardized outcome measuresin research, and that follow
up of treatment and control groups should be carried out for 5 to 10 years after trestment. In
thisway the perastence of effects can be assessed and incorporated into cost-benefit anayses.

Recent Research
Randomised controlled studies since 1995

Severd randomized controlled studies on the dfectiveness of brief interventions have been
completed snce those covered by the meta-andyssby Wilk et d and reported above.

The WHO Brief Intervention Study Group (1996) conducted a cross nationd, randomized
dinica trid comparing a no-trestment control condition with two trestment conditions 5
minutes advice or 20 minutes brief counsdling. Theinitid sample conasted of 1260 men and
399 women with no history of dcohol dependence who were identified as being at risk of
acohol-related problems. The sample was taken from Audrdia, Kenya, Mexico, Norway,
the UK, Russg, the US and Zimbabwe. Subjects were followed up 9 months later. 75% of
the sample was interviewed a follow-up and it was assumed for andlys's purposes that
there was no change in the drinking behaviour of those available to follow-up. Sgnificant
improvements were found for maes for both treatment groups compared with the control

group, but no differ ence was found between the two trestments. Overdl, trestment led to a
17% reduction in average daly consumption and 10% reduction in intengty of drinking and
this was condstent across the 8 countries. The authors noted that these findings were not
due to afew patients achieving abogtinence, but were digtributed across many patients who
reduced their drinking by small and meaningful amounts They conduded that these results
support the notion that moderate drinking gods are achievable by a substantia proportion
of heavy drinkers. Even though no dgnificant differences were found between the three
groups for femaes, it was conduded that, overdl, brief interventions are effective across
hedth care settings and socioculturd groups. Thisstudy reinforced the notion thet screening
and brief interventions should be conducted in primary hedlth care settings as afirst low cost
gep to reducing the negative impact of excessve dcohol use

Burge et d (1997) found that, of 4014 Mexican- American paients screened a a public
hospitd in Texas, 326 were classfied as heavy drinkers and randomised into 4 groups: (1)
physdian intervention, which involved a brief 10-15 minute confrontation and discussion
which varied according to severity of problem; (2) psychoeducation with Sx 90-minute
sessons which described the related problems and possible resolutions, followed by group
discusson; (3) both interventions, and (4) no intervention (control). The trestment
conditions were directed a the need for abgtinence and recommended AA involvement.
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They dso encouraged involvement in the sessions of another family member. 175 subjects
(54%) completed basdine, 12 month and 18 month assessment interviews. All groups
improved sgnificantly over time in drinking patterns, psychosocid problems and biologicd
meeaures, but there were no differences between groups. The authors suggested thet the
long assessment sessions usad in this study, the transparency of its purpose, and its low
power may explain lack of differences between groups. It could dso be argued that this
particular ethnic group shows different responses to assessment than do European-origin
groups, or that an abstention goa may not be the most effective or gppropriate, or thet the
types of interventions used are ingffective (see comments by Rollnick et d (1997)).

Project TrEAT (Trid for Early Alcohol Treatment, (Heming, Barry, Manwdl, Johnson, &
London, 1997)) is the firg large-scde brief intervention conducted in community-based
primary care practicesin the US. 17,695 patients were screened a 17 intervention clinicsin
Wisconsin. Screening took about 30 minutes and was done by a trained researcher. 2925
screened positive and 1705 (58%) of these completed a further interview to assess digibility
for the study. 774 of the 852 deemed digible, were randomly assgned to trestment and
control conditions. 723 of these were followed up a 12 months. For the purpose of
andyss, those logt to follow-up were conddered to have not dtered therr drinking
behaviour over the period of the study. The trestment group was given a workbook which
contained feedback about current health behaviours, areview of the prevalence of problem
drinking, asodated risks lig of drinking cues, drinking agreement in the form of a
prescription, and diary cards. Brief intervention and reinforcement conssed of two 15
minute sessons 1 month gpart with the phydcian; then a folloa~up cdl from the nurse 2
weeks after each meeting. The control group was given a booklet on generd hedlth issues
and followed up a 6 and 12 months., Outcome measures were average drinks per week,
binge drinking and excessve drinking, as well as emergency department vists and hospitd
days. While bath groups showed improvement, there were sgnificant improvements in the
experimentd condition compared with controls for both sexes for mean drinks in past 7
days, episodes of binge-drinking during past month, and frequency of excessve drinking.
There was no dear evidence of decreased use of hedth care services for either group.

Sanft et d (1997) used a populationbased team gpproach to assess the effectiveness of a
brief intervention in a busy primary care seting in Portland, Oregon. They identified
hazardous drinkers, usng AUDIT plus a frequency/quantity meesure, and gathered
collaed informaion where possble to vdidate sdf-reports. The intervention involved,
firdly, ddivery of a 30-second warning message by the GP, then, immediately on leaving the
GP s office, they were interviewed by a trained counsdor for a further 15 minutes. This
interview involved: comparing individua petients' responses with national norms; explaining
the damage that dcohal abuse can do; recommending a maximum of 3 drinks per day for
men and 2 for women, plus 2 dcohal-free days a week, and explaining that zero dcohal
means no risk; discussng tactics for reducing drinking; and confidence-building to improve
sdf-efficacy to reduce or abstain. The control group received the usud care.
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From a population sample of 10,911, 620 hazardous drinkers were ultimately identified and
516 consented to randomization to trestment (260) and control (256) conditions. Six-month
follon-up data was obtained for 431 subjects (84%) and 12-month data for 414 (80%).
There were no dgnificant differences a basdine between trestment and control groups on
sociodemographics, AUDIT soores, drinking frequency or drinking intengty. Significantly
more of the intervention group refused to respond a 6 and 12 months. No differences were
found between responders and non-responders on basdine characteridtics, except that
more educated subjects were more likdly to respond.

The dudy reported that the intervention group had ggnificantly lower tota acohol
consumption and sgnificantly fewer drinking days per week & 6 months and sgnificantly
less drinking days per week a 12 months. However, no account was taken of the number
of comparisons carried out. Thismeant that, in order to maintain a5% Type | error rae, the
differences between the treatment and control groups needed to be greater than those
reported in this sudy. The authors concluded that the differences found a 6 and 12 months
were encouraging as this was a once-off brief intervention in a populaion recruited without
regard to ther leve of interest in change. They recommended use of such ateam gpproach
rather than expect GPs to intervene done for broad-based screening and intervention.
However, given tha there were no subgtantia effects of the intervention, regardiess of the
use of specidis counsdlors, this study provided little support for broad-based introduction
of such interventions. The nature of the brief intervention, which appears somewha
confrontationa, and the fact that no account was taken of motivation to change, may explain
thislack of support for the effectiveness of brief interventions.

Other important studies directed at improving quality and delivery of brief interventions.

Roche & Richard (1994) completed a randomized cont rolled trid of the effects of sending
an unsolicited educationa pamphlet to generd practitioners (GPs) about the prevaence and
trestment of acohol abuse. The GPs were randomly sdected from the phone book and
assgned to recaive an educationd pamphlet or to act as controls. Both groups were
followed up 6 weeks later with a questionnaire which sought GPs views on the acohol-
related matters covered in the pamphlet. This congsted of a sngle-page survey covering
knowledge of early detection and intervention, percelived role of GP, and how effective they
bdieved brief advice might be in reducing drinking.

There were 270 vdid responses (65.2%) and no differences were found between groups for
age, X or response rates. There was dso no gnificant effect of recaiving the pamphlet on
any mgor variable knowledge of the percentage of hazardous (non-dependent) drinkersin
the community; the number of liged 9gns and symptoms consdered ussful indicators of

aoohal problems; their rating of the statenent that GPs have no role to play in the treatment
of doohal problems; the leve of dcohol consumption within sexes and overdl; their estimete
of the percentage of patients who would reduce dcohol consumption after 10 minutes advice
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and counsdling fom a GP; and the number of lised Srategies conddered useful for early
intervention. The authors concduded that dthough GPs demondrated reasonably good
acohol-rdlated knowledge and had postive views about detection and intervention
(especidly younger doctors), there was congderable scope to improve these variables,
especidly with regard to femde patients. They aso conduded that an unsolicited educationa
pamphlet had no effect on GPs acohal-related knowledge or attitudes; so therewas a need
for more intensve and comprehensve drategies to improve GP underdanding of the
prevaence of acohal-rdaed problems, and ther trestment in generd practice.

In a sudy by Strecher et d (1994), 2716 adult patients atending 12 family practices in
North Cardlina sdf -administered a questionnaire which assessed their potentia for acohol
problems, as well as 7 other hedth-related behaviours. The questionnaire also assessed
interest in changing behaviour and reasons for change as well as perceved bariers.
Completion of the various sections of the questionnaire was dependent on response to the
interet rating. 125 patients (4.6% of sample screened) were identified as potentidly
hazardous drinkers (2 or more on CAGE), and of these, 103 (3.8%) sad they were
serioudy conddering cutting down in the next 6 months, and 84 (3.1%) planned to cut
down in the next month. Those with higher CAGE scores were more interested in cutting
back. Mogt frequently cited reasons to cut back were to improve hedth (43%); to fed
better about onesdf (15%); to take more control of own life (10%) and to set a good
example for family (10%). Percelved barriers included acohol helps reduce sress (30%);
nothing (26%); plessure in drinking (24%) and having friends who drink (19%). This
gpproach, which identifies hazardous and harmful drinkers a the same time as assessng
their motivation to change, gppears less confronting for both GPs and patients and thus has
consderable potentid for tackling alcohol abuse a primary care centres.

Canegie @ d (1996) looked a the effects of training and support on the attitudes of
medicd receptionists towards preventive medicine (in this case a hief intervention for
hazardous acohol use). 150 receptionists were dlocated to 4 groups contral, training
regarding brief interventions but no support, minima support and maxima support. They
were given a questionnare at the beginning and & the conduson of a 3 month trid of the
brief intervention a their surgery. The study found thet receptionists attitudes became very
negative without training and some support, whereas they remained unchanged with training
followed by support over the period d the program. It had been argued from other
qualitative research that receptionigts attitudes and bdiefs have an immediate effect on the
implementation of such programs. It was therefore conduded that their cooperation should
be enlisted by use of such supportive training Srategies.

Richmond et d (1998) dso investigated dternatives to broad-based implementation of brief
intervention drategies (see Strecher et d above) and addressed the issue of the motivation
of primary care workers. Theirs was a naturditic, non-randomized study comparing three
methods for training GPs to implement brief interventions. 96 of 149 digible GPs (64%)
agreed to participate in the study, where they chose ther training method from (1) a 2-hour
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organised training workshop (n=35); (2) a 1-to-1 academic detailing conducted by another
GP (n=39); and (3) being mailed a brief intervention kit (n=22).

Generd practitioners were encouraged to identify hazardous drinkers and maintain an audit
of consecutive atenders, as wel as recording recruitment rates and usage of the brief
intervention. Only patients who were consdered reedy to change were approached. This
assessment was based on response to the question: "How do you fed about your drinking?”
If patients were not ready to change they were advised to consder the consequences of
continued heavy drinking and invited to return. If they were unsure, they were given a brief
moativationa interview to enhance readiness to change. Petients considered ready to change
were advised to set gods for cutting down, to monitor dcohol consumption, identify and
manage hightrisk stuations, cut down and develop dternatives to drinking.

The mean number of paients recruited was 5 per GP (range 1 to 18) and between 20-25%
agreed to participate when gpproached. Approximatdy one third of those trested claimed
that they had reduced their consumption to achieve their drinking goa when followed up. At
6 months, 54% of GPs reported currently using the program, with those receiving it by mail
being dgnificantly less likdy to be usng it. Three-quarters stated that they preferred the
dient-centred gpproach of the program to prescriptive or confrontationa gpproaches. This
sudy was encouraging as it showed a postive approach by the GPs who became involved
and positive outcomes for patients due to the brief intervention

The third phese of the WHO-gponsored studies on screening and brief interventions
((Gomed, Wutzke, Hardcadtle, Lapdey, & Reznik, 1998) - see dso section 2.3.2 above)
was designed to assg the uptake and implementation of brief interventions by generd
practitioners. 161 physicians of the 628 randomly sdected to be approached regarding the
avallability of training, requested the brief intervention package (Drink-less) and agreed to
paticipate in the training and support phase of the sudy. They were matched into one of
four training and support conditions: training and no support, training with minimal support,
training and maxima support, and a control condition where the package was ddivered to
the surgery but no training was given. There were 34 physicdansin the control condition and
the remaining 127 sdected ther preferred training srategy from 3 conditions: direct mall,
telemarketing, and academic detaling. The brief intervention to be implemented involved the
physdans or receptionists screening petients with AUDIT prior to the consultation where
hazardous drinkers were advised how to reduce or cease dcohol consumption and then
given a Hf-help booklet. The purpose of this study was to ascertain the cogt-effectiveness
of each of the 3X3 training conditions relative to the control condition. Physcians were
folowed up over 3 months. The purpose of traning and Support was to maximize
physcians screening and intervention rates,

Tdemarketing was found to be most cog-€effective of the three promotiond drategies. Cost
was found to increase with increased support, with the exception that minima support was
both more expendve and less effective than no support, in terms of intervention rates, o it
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was not a cod-effective option. The authors concluded that it thus became a vaue
judgement as to whether the gains from extra support such as that given in the maxima
support  condition ae conddered aufficiently reflected in outcomes to warrant
implementation.

Summary of Effectivenessand Expert Commentaries

The reported research on brief interventions has found that they are more effective than no
trestment, and often it has been conduded that they are as effective as more intensve
interventions. However, as discussed below, this research was often compromised, and experts
in the fidd have emphagzed that it is most important for the future development of new and
more effective treetment approaches, that the vaue of intensve interventions in particdar
contexts is not dismissed out of hand. Smilarly, they dress thet it is important that inconsstent
research findings do not cause policy-makers to ignore the potential usefulness and codt-
effectiveness of brief interventions. Ultimately, more research is needed which takes adequate
account of the factors confounding the research to date.

Beow isabrief outline of the criticisms of the reseerch raised in expert commentaries:

Reaults are not generdisable to the broad drinking population (Drummond, 1997; Hegther,
1995). Subjects treated with brief interventions in Sudies of their effectiveness have tended
to have good prognoses, that is, they are older and more moderate drinkers with no
comorbid conditions. Furthermore, findings of effectiveness have tended not to be
replicated in femae populations.

Even though liberd criteria for change have been usad, and with the likelihood of inflated
effects being reported due to demand, the degree of effectiveness of brief interventions
compared with no trestment has tended to be modest. Furthermore, in some studies, no
reldive advantage of brief intervention had been reported a al (Rollnick et d., 1997).

Thereis little evidence of atrandaion of improvements in drinking practices found in these
dudies, to improvementsin hedth.

Research on brief interventions hes largdy been carried out by motivated practitioners
(‘motivated converts as Drummond described them), wheress, if they are to be adopted on
a broad bass they will be implemented by genedids (‘world-weary sceptics)
(Drummond, 1997), whose dtitudes may be reflected in poorer outcomes.

Studies which compare brief interventions with more intengve interventions are generdly
compromised because brief interventions have generdly been used with less dependent
drinkers, while those in intendve inpaient programs have been more dependent as well as
being different in treatment history and other demographics.
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Apart from these specific criticiams of the research on brief interventions, more generd issues
have ds0 been raised by expert reviewers. Throughout the literature, brief interventions are
referred to as one intervention, when in fact they represent a range of trestments varying in
length and content. According to Heather (1995), it was nat known which brief interventions
are effective for which types of patients and in which circumgtances. Hence it was mideading to
refer to the effectiveness of brief interventions as such, unless these varigbles are more dearly

spexified.

There is research daa to suggest that generd practitioners need srong evidence of the
effectiveness of an intervention if they are to change their conaulting behaviour (Rollnick et d.,
1997). Rdllnick et d suggested thet it may be found thet a broad-based introduction of brief
interventions is not the best gpproach, because many people who drink hazardoudy suffer no
acohol-rdated problems and are likely to outgrow their excessve consumption. GPs may fed
they are placing a burden of guilt on patients for what is a pleasurable socid activity. In recent
years there has been an increase in research on compliance of staff a primary care centres and
solutions to some of these problems are darting to emerge (Carnegie et d., 1996; Gomd et d.,
1998; Roche, Stubbs, Sanson Fisher, & Saunders, 1997, Strecher, 1994 #299).

Despite these criticisms of the research to date, the experts were optimidtic that further research
is likdy to lead to more gppropriate and cod-effective goplications of brief interventions in
treeting dcohol abuse problems in the community. In particular, Rollnick et d (1997) offered
some more optimistic comments regarding research on brief interventions:

(1) Enthusasm for use of brief interventions will be increased once it is darified what can
honestly and meaningfully be conveyed to a patient in terms of risks assodated with thar
drinking practices. Problem:-free drinkers may need no intervention and dependent drinkers may
prove to be alegitimate focus for primary care based brief interventions. Alcohol use should not
be screened for in isolaion but in the context of the totdity of hedth behaviours, as they are
vay often inter-linked (Hall & Farrdll, 1997)

(2) The effectiveness of brief interventions is likdy to improve if a ron-confrontationa, adullt-
adult modd is adopted where the patient is encouraged to take the lead in re-evaduating an
entrenched and damaging lifestyle. Advice-giving should be augmented or replaced with more
patient-empowering procedures, which incorporate the principles of sages of change and
motivationd intervieving.

SUMMARY POINTS

1. Brief intervertions are effective in reducing dcohol consumption in those with mild to
moderate problems with dcohal.
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2. Brief interventions of a mativationd, non-confronting style appear most effective.

3. A podtive attitude towards change by both those who abuse dcohol and those who
implement interventions a primary care centres is essantid for thar success Generd
practitioners need to be convinced of he efficacy of brief interventions, traned in ther
implementation, and able to identify when to implement them. Patients need to be reedy to
change, or a least amenable to consder change.

4. More ressarch is required to darify which are the mogt effective brief interventionsand in
which circumstances they are most effective. In particular, outcomes for women and those
with concomitant physica and psychologica problems need to be better researched.

5. Brief interventions have the potentid to provide a low cost approach to the problems of
doohol abuse in the generd population especidly where paients are sdf-referred.
However, this does not deny the importance of greater research efforts to assst those who
are unable or unwilling to change therr dcohal use which causes harm for the individud or
other dgnificant socid cods More intensve and codly gpproaches may prove more
gopropriate for this group.

2.5.3. Social ills Training

An underlying assumption of socd <kills training is tha acohol consumption has become a
preferred way of coping with unplessant Stuations and fedings (Chaney, 1989). Sodd <ills
traning ams to provide dternative behaviourd drategies that compensate for socid kills
deficits. Socid <kills traning generdly indudes communication <kills, effective ligening
techniques, problem solving, and assartiveness training.

Given the complexity of acohal problems sodd skills training is usualy goplied in conjunction
with other interventions such as pharmacotherapy (Volpicdli et d., 1997) and other broad
Spectrum trestment programs. Reports of socid skills training done are much less common

In their 1993 review Mattick and Jarvis (1993) found that socid skills gpproaches were
agoproprite interventions for individuds with varying severity of adcohol problems. They
concluded from their review of the nine randomised controlled trias in the areg, that there was
conggtent evidence thet soaa skills training reduced acohol consumption in both the short-term

and long-term among those dependent on dcohal.

The drategy appears to be most ussful as a component in relgpse prevention with research
indicating that ©cid <kills training is associated with lower rates of relgpose. The interventions
included under the term sodid skills gpproaches were: drink refusd kills training; assertive skills
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traning; sodd <ills traning; rdaxaion traning; dress management sKills training; problem
solving and rdaionship enhancement training.

Monti et d (1994) in reviewing the efficacy of sodd skills training was consgtent with Mattick
and Javis (Mattick & Jarvis, 1993) in conduding that sodd <kills training is effective in
reducing acohol consumption and relgpse. Miller et d (1995) found socid Kills training to be
one of the better thergpies based on thair methodologicd andysis of the research to that time.
Since these reviews, there have been a number of sudies reporting the implementation of kill
based training in school populations. The research highlights from these sudies are reported
below.

Recent Resear ch

Botvin and colleagues (1995) reported on along term follow-up of alarge study teaching
"life skills' and skills for resisting influences to use drugs. Fifty-six schools with 3597 12
grade dudents were randomly assgned to intervention with formd training workshop,

intervention with no forma workshop and control. Follow-up data was collected Sx years
after basdine usng school, telephone and mailed surveys. The intervention conssted of 15
class periods focussing on the teaching of information and skills for ressting socid influences
to use drugs and generic persond and socid kills for increesing overdl competence. A

cognitive behavioura modd was followed to teach sKills for building sdf-esteem, managing
anxiety, communicating effectively, developing persond rdaionships and asserting lights.
Sgnificant reductions in dcohol and other drug use were found for the intervention group
relaive to controls. These results are remarkable, given the long follow-up period of the
Sudy.

In contrast to the Botvin et d (1995) study, Clayton and colleagues (1996) reported limited
effects from a five year propective trid of drug resistance education in 7" grade students.
Clayton randomly assigned B dementary schools to ether drug resstance educetion or

generd hedth education. Significant effects were observed a one year for the intervention
group with reduced leve of drug use including acohol, however these effects disgppeared
a five year follon-up.

SUMMARY POINTS

1. There is condgent evidence that socdd <kills training is an important and effective
component of acohol trestment.

2. Given the complexity of alcoholism, soad skillstraining is not expected to be effective on its
own, but rather seen as a component of broad pectrum trestment programs. Additiona
investigation is waranted to explore the unique contribution of sodd skills training to
trestment outcome,
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3. Thereisinconggtent evidence asto the effectiveness of socid skills based programsin the
prevention and reduction of acohol usein school based populations.

2.5.4. Behaviourally-Oriented Marital/Family/Community Interventions

The purpose of family and maritd thergpy is to engage Sgnificant others in the rehabilitation of
individuds who abuse dcohal. There are various types of family therapy which have been
tridled: sysems, interactiond, behaviourd and spouse-directed (Mattick & Jarvis, 1993). The
contingency- based community renforcement gpproach (CRA) developed by Azrinet a (1996)
adso ams to engage those cdose to the affected person in a behaviordly-oriented gpproach to
treetment. CRA was developed as a more intensve and broad-ranging gpproach which
addresses community reinforcers both within and outsde the family in an effort to encourage
interests and activities which lead to abginence. CRA tends to involve close family members
and was thus incorporated with behaviourd family and marita approaches for the purposes of
thisreview.

In their 1993 monograph, Mattick and Jarvis reviewed maritd/family thergoy and CRA
separately. At that stage, non-behaviourd gpproaches to family/marita thergpy were being
tridled, but only behaviourad gpproaches were found to show promise in the review. Mattick
and Jarvis dso found that behaviourd maritd thergpy (BMT) was more effective than no
trestment & all, but was no more effective than individua dcohol counselling or brief advice and
fallow-up. In their section on CRA, they found good support for its use in the short-term, but
that more research is required to ascertain long-term effects as well as the interaction effects of
upervised disulfiram on CRA outcomes. Smilaly, Miller et d (1995) found that both CRA and
BMT were among the more effective of interventions reviewed

A further meta-andyss of family thergpies for doohol abuse was completed in 1995 by
Edwards and Steinglass (1995). In this mea-andyds dudies of family thergpy trestment
outcomes were divided into three phases: trestment initiation; primary trestment/rehabilitation;
and dtercare. Ther criteria for incluson of dudies were that they addressed family therapy
outcomes, they used objective outcome criteria and compared the family trestment group with a
control group. Random dlocation to control and trestment was not required. They consdered
both dinicd and datigicd dgnificance in their evduaion and combined results from quite
different family trestment moddities to obtain effect Szes

For Phase | (trestment initigtion), the dinicd god was primarily that the individud entered
treatment. In the absence of revant data, a rate of 50% of treated subjects was arbitrarily set
as the cut-off for dinica sgnificance for this phase. In phases |1 and 1, they used 50%
abgtinence to indicate clinical sgnificance, based on expected abstinence with no trestment (2-
5%) and outcomes found with other treetment moddities These criteria for dinicd sgnificance
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gppear somewhat arbitrary, so that only size of effect will be consdered for this present review.
Due to the wide range of follow-up periods in the 21 sudies they identified, no time period to
achieve abstiinence was specified. This, again, could be consdered a weskness in the meta-
andysis as trestments which are shown to be effective immediaidy on completion are given
equa datus to those which may be effective for a least a year following trestment. Because
data in dcoholism treatment studies tends to be presented in the form of comparisons of
frequencies of abgtinence in the trestment and control groups, they used a probit transformation
to cdculate effect 9ze over dl dudies in the meta-andyss. Mean effect Szes were then
cadculaed for each phase based on a Imple mean of the contributing effect 9zes Given the
large variaion in the sample Szes usad, it may have been more vdid to pool results from the
rlevant dudies and use this larger sample to gain ameesure of overdl effect.

In phase |, the authors consdered there was strong support for family therapy interventions to
motivate dcoholics to enter trestment. However, the four sudies on which this concluson is
dravn employed three quite different interventions and were limited in Sze. In the one sudy
usng the confrontation method (Betty Ford, “intervention” method), al 24 families that were
trained to confront the acoholic member were dlowed to choose whether they would ultimately
do s0. Those 7 that did, may well have chosen to do so on the basis of perceived likdly success
in getting the individua to enter trestment — and 6 (87%) of these were right. This result was
contrasted with the 17 families who chose not to confront, of whomonly 3 (17%) proceeded to
trestment. So this result could Smply reflect the family’s ability to judge whether confrontation
would be successful with ther particular dcoholic member.

The only large Sze sudy used 69 spouses of dcohalics, but dlocated only 14 to the contral

group and this nonrandomly. The other three sudies had 25 or lesstotd subject pool, one being
the “intervention” study described above. One was conddered a pilot study (N=25) for the
largest sudy and the third was a CRA program (N=12) which was dso consdered only a pilot
gudy. Combining the results from these poorly designed and heterogeneous studies to yidd a
mean effect Sze is thus of dubious vdidity. Hence, contrary to the authors condusions, this
meta-analys's has provided insufficient evidence in support of the use of family inteventions to
deliver subjects into trestment programs.

For phase |, two broad types of treetment modds were identified: family systems-oriented
approaches which focus on interactions within the family and in the broader socid environmert,
and behaviourally oriented approaches which address specific behaviours within a socid
learning framework. Four sudies that fit the family systems gpproach were identified, but only
one had both random assgnment to a plausble control and sufficent numbers to obtain
datidicdly sgnificant findings This sudy found no gatigicdly or dinicdly dgnificant differences
between the family therapy group and a control which was given one session of advice only.
Hence, contrary to the condlusions of the authors, this meta-andlyss provided no support for
the family sysems gpproach.
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There were Six groups of sudies on behavioraly oriented family therapy reviewed in this meta-
andydss These found that maritd/family thergpy led to improvements in drinking kehavior, but
that these improvements were no better than individua thergpy. These sudies were somewhat
diverse and generdly tended to compare one form of thergpy with another, with no real control
groups - most comparisons were made with “sandard trestments’ - and family therapy
gppeared no better than such treatments.

An exception was the group of dudies usng the CRA gpproach, which were reviewed by
Mattick and Jarvis (1993) above. These CRA dudies tended to have dgnificant effect gzes
compared with treditiona gpproaches, but used very smdl numbers. CRA employs other
interventions dong with marital/family thergpy. These indlude vocationd counsdling, advice on
socid and recregtiond activities, sodd skills training, and behaviourd sdf-control skills. Hence
the presence of other effective treetments dong with the family thergpy may have led to these
more pogitive outcomes,

For phese Ill, only two gudies involving family members paticipation in pogt-trestment
relgpse prevention, were included. However the firgt of these was not a genuine messure of the
effectiveness of family participation because this varigble was only one of severd vaidbles
which differentiated the control and trestment groups. In particular, it could be argued thet the
behaviourd component of the trestment might have caused the significant treetment effect found.
The second study quoted dso did not directly mesasure the effects of family participation, so that
little could be gleaned from the phase Il meta-andyss. There is a problem differentiating
aftercare from continuing trestment and this may have led to the paucity of good sudiesin this
section.

Recent Resear ch

Research is continuing in bath CRA (Meyers & Smith, 1997, Smith, Meyers, & Ddaney,
1998) and BMT (O'Farrdl, 1996; OFarrdl, Choquette, & Cutter, 1998; O'Farrell, Choquette,
Cutter, Brown, & et d., 1996; OFardl & Rotunda, 1997). However, little replication of
findings from these two research groups has been carried out esawhere.

O Fardl and co-workers (1998) have recently reported a long-term trid of the efficacy of
a rdgpse prevention program for couples following a 6-month BMT program. They
randomly assgned 59 couples to 12-month relgpse prevention (RP) or to no RP, and
assessed them before the 6 months BMT trestment, immediately after trestment, and a 3,
6, 12, 18, 24 and 36 months pog trestment. So this sudy did not directly assess the
efficacy of BMT rddive to placebo. However it does provide ingght into the long-term
retention of trestment outcomes and evidence on the efficacy of the rdgose prevention
program. It could be argued that the couples RP program is an extenson of the BMT
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program and provides a higher “dosg’ of treetment. They found that couples recaiving the
couples-oriented RP program had improved drinking and marita outcomes for the first 6
months of folow-up, ad thet, for a sub-sample — those with more severe maritd and
drinking problems — these outcomes persigted for the full 30 months of the study. However,
such research would need to be replicated using a control group for the RP phase aswell as
for the trestment phase. As the authors suggested, it could be thet individud therapy
directed a relgpse prevention may have Smilar effects

A recent dudy (Smith et d., 1998) conddered the reative advantages of the CRA
agoproach compared with dandard trestment (STD) given a a large day shdter for
homeless d cohol-dependent individuas. They found that both groups improved significantly
following trestment and thet those engaged in CRA treatment had sgnificantly superior
outcomes to the STD group. However, there were problems in the design of the study in
that those engaged in CRA were required to show greeter discipline in participation than the
STD group, in order to retain the Sgnificant benefits of being on the programs (including
housing). There were dso greeter checks and punishments for the CRA group for lapsesin
drinking whilst participating. Thus, as the authors point out, the sudy did not adequatdly
compare the two specified treatments, and so does not provide conclusive evidence of the
superiority of the CRA approach compared with usud care,

Summary of Effectivenessand Expert Commentaries

Evidence for the efficacy of the CRA approach is Hill dependent on the research quoted in the
Qudity Assurance Project by Mattick and Jarvis (1993), which, dthough showing promise,
were basad on very smdl numbers.

As summarissd by Baucom et d, (1998) mogt recent research on BMT includes the use of
partner-assstance in maintaining disulfiram contracts as well as motivationa presessons as part
of the thergpy which may confound the effects of the behaviourd therapy done. Smilarly, CRA
can be congdered as a bundle of treatments of varying effectiveness. More evidence on the
totd package as wdl as the components, and more replication by other research groups is
required, before the effectiveness of BMT done, or CRA, can be darified.

Given thelack of good dinicd trids with sufficient power, which directly assess the effectiveness
of BMT, thisreview can only conclude, smilarly to Mattick and Jarvis (1993), thet thereislittle
evidence that indluson of the spouse or dgnificart othersin trestment is any more effective than
individud trestment.

SUMMARY POINTS
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1. Ressarch has shown that family/marita behaviourd interventions are effective but no more
efective then individud thergpy. The community reinforcement goproach has shown
gregter promise but requires further research.

2. The dfectiveness of the community reinforcement approach package needs further
assessment and darification as to which parts are effective and which are not.

3. The possble interaction of family/community reinforcement with degree of dependence and
socid dysfunction needs to be more thoroughly explored.

4. The influence of supervisad disulfiram on outcomes in trids of behaviourd maritd thergpy
and community reinforcement approach needs to be assessad. Given the suggestions mede
by expertsin pharmacotherapies (see Section 2.5.1 above) that the use of disulfiram should
be curtalled, the effect of its remova or replacement in behaviourd maritd thergpy and
community reinforcement approach trestment programs needs darification.

2.5.5. Cue Exposure

Cue exposure involves exposing dients to acohol-rdated cues such asthe sght, smdl and taste
of doohal, or to the setting where they would usudly drink, and, in the case of abgtinence-
training, not permitting them to drink. Where controlled drinking is the aim, then they would be
permitted a regtricted amount to drink in the presence of acohol-related cues. Cue exposureis
not consdered a purdy behaviourd activity as it is assumed that cognitions such as sf-
confidence to resst will adso be renforced through exposure associated with abgtinence or
controlled drinking (Bradizza, Stasiewicz, & Mago, 1994).

In their review, Mattick and Jarvis (1993) concluded that use of cue exposure (CE) could not
be recommended on the bass of avaladle research, but stated thet it had potentid as an
effective treetment and should be further Sudied.

Recent Research

Drummond and Glautier (1994) compared the effects of CE with an equivaent  trestment
timein relaxation thergpy usng 35 recently-detoxified dcoholic maes who were severdy-
dependent. The time to relgpse and totd acohol consumption up to 6 months post-
trestment, as well as acohol-reated problems at 6 months follow up were used as outcome
measures. Significantly superior outcomes were found for CE compared with the rdaxaion
trestment for most of the outcome measures used, dthough the groups did not differ in
acohol-related problems, nor in time to relgpse to lowest-leve drinking. This later result
points to the posshility that cue exposure may be of grester use in contralling, rather than
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sopping drinking in heavy drinkers. They dso found thet socid sability and leve of acohol-
related problems predicted outcome, while leve of dependence did not.

As the authors argued, the results of this study support CE as atherapy to assist delay in
relgpse to heavy drinking, and represent ed a dinicaly-Sgnificant harm-reduction outcome.
However, variables agpart from trestment assgnment predicted outcome, which indicates
that a more complex or multi-moda approach which takes into account such factors as
family hisiory and socid stahility is needed to maximise outcomes,

Stharthan et d (1997), compared the effects of CE (n=22) with standard cognitive
behaviourd therapy (n=20) on a sample of volunteer nondependent problem drinkers using
a controlled drinking god. Treatments were adminisered in Sx 90-minute weekly group
sessons Sgnificant improvements in drinking behaviour were found in both groups at 6
months post-trestment, but the CE group had sgnificantly greater decrease in sdf-reported
frequency of drinking and consumption per occasion. The CE group aso had sgnificantly
decreased problems associated with dcohoal in the areas of work, reationships, law and
hedth, while the cognitive behaviourd therapy group only had a Sgnificant decrease in
relaionship problems. The authors concduded that, given the accepted effectiveness of
cognitive behaviourd therapy, these results give strong support for CE as an effective
trestment for nondependent problem drinkers, as well as for its use in promoting controlled
drinking outcomes. Although an intention-to-trest modd was not usad in the andyss and
adjusments were not meade for the number of datistical tests carried out, the sheer number
of sgnificant outcomes in this sudy, which favour CE over sandard cognitive behavioura
thergpy, certainly encourage optimism regarding the use of CE in treating nondependent
problem drinkers who are clearly reedy to change their drinking habits.

Summary of effectiveness

Cue exposure has demondrated consderable promise as an intervention for the treatment of
aoohol abuse. In particular, it may prove an effective adjunct to sandard cognitive behavioura
thergpy interventions in the achievement of a controlled drinking god. This thergpy has the
potentid to prevent rdgpse, which is mogt likdly to occur during exposure to dcohol cues. Its
use could thus remove the need for further pod-trestment relgpse prevention interventions,
which would bear directly on the overdl cods of trestment.

SUMMARY POINTS

1. Cue exposure is an effective treetment which may be mog efective as one facet of
controlled drinking programs.

2. Because it directly addresses cues for drinking it may prove a codt-effective addition to
programs which would normdly reguire additiond relgpse prevention traning.
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2.5.6. Cognitive-Behavioural Interventions

Cognitive behavioura thergpy (cognitive behaviourd thergpy) amsto teach the individuas how
to control thelr responses to their environment through improving socid, coping and problem:
solving kills. In rdation to dcohal problems it formsthe bad's of some of the more effective
therapies which are discussed above eg. brief interventions (induding maotivationd interviewing),
sodid Kills training and community reinforcement. Stress management is another term whichis
subsumed under the broad heading of cognitive behavioura thergpy because cognitive
behaviourd thergpy in its various forms empowers the individua to control environmental
stressors.

Recent Resear ch

It iswiddly agreed by expertsin the field that cognitive behaviourd thergpy is an important and
effective treetment for abuse of dcohol (Hester, 1995). It appears to be mogt effective for
individuas with less savere doohal-rdated problems and who have had a shorter duration of
drinking problems (Hester & Delaney, 1997). Cognitive, cognitive- behaviourd and behaviourd
thergpies were found to be among the more effective interventions in the review by Miller et d
(1995). There are few recent controlled studies which spedifically address the efficacy of
cognitive behaviourd thergpy in the treetment of acohol abuse.

Stharthan et d (1996) usad cognitive behaviourd therapy for both the treetment and
minima intervention groups in ther sudy of trestment by correspondence, with
sgnificant improvements in sdf-efficacy and drinking behaviour podt-trestment and
some evidence of greater dedine in dcohol consumption for the full cognitive
behaviourd thergpy trestment group. Again, lack of an untrested control group means
that the effectiveness of ether cognitive behaviourd thergpy program was not directly
assessed.

Hester & Ddaney (1997) recently completed a controlled study of the effectiveness of
cognitive behaviourd thergpy for controlled drinking, usng a computer program to
teach behaviourd sdf-control. The study included 40 volunteers who scored at least 8
on AUDIT (Saunders et d., 1993) but who scored below 20 on the MAST (Sdzer,
1971). Those who scored 20 or more were consdered more suitable for a program
with an abgtinence god. In order to be included in the outcome andlys's, subjects had to
complete at least 3 of the 8 thergpy program sessions which were administered over 10
weeks. Twenty subjects were randomly assgned to immediate trestment and 20 to 10
weeks delayed treatment. Follow-ups were scheduled at 10 weeks, 20 weeks and 12
months. There were no Significant pre-treetment differences between the two groups. At
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the 10 wesk mark, the immediatdy-trested group showed Sgnificant improvement in
drinking outcomes on basdine, and compared with the (then untreated) delayed group.
The ddlayed group then recaived the cognitive behaviourd therapy and improved
sgnificantly over the next 10 weeks a which time the two groups no longer differed.
Gans were maintained a 12 months for the whole sample. This supports the expert
opinions that cognitive behavioura thergpy is an effective thergpy and, as with the sudy
using written correspondence (Sitharthan et d., 1996), provides evidence that non
direct cognitive behavioura thergoy may have an important role to play in treating
doohol abuse.

One important area where cognitive behavioura therapy has been found to have
potentid to indirectly influence dcohdl intake is in the treatment of dcohalics with
comorbid depresson. Brownet d (1997) quote prior research evidence which suggests
that as many as 65-85% of patients entering dcohal treestment have dinicaly sgnificant
levels of depressve symptoms, that depresson has been associated with poorer
outcomes from acohal trestment, that depressed mood can trigger dcohol relapse, and
that cognitive behaviourd theragpy for depresson (CBT-D) has been shown to be
effective in tregting unipolar depression. Hence, they hypothesized that CBT-D islikdy
to improve the achievement and maintenance of acohal trestment gods.

This sudy compared the effect of CBT-D (n=19) plus sandard acohal trestment, with
relaxation therapy plus sandard acohal treetment (RTC, n=16) on acohalics with
comorbid depresson. They found tha the CBT-D group had Sgnificantly grester
reductions in somdtic depressve symptoms post trestment compared with the RCT
group. There were few differences between the two groups on drinking outcomes & 3
month followup, but sgnificant improvement of the cognitive behaviourd thergoy group
on the 3 outcome measures (percent days abstinent, overal abstinence, and drinks per
day) compared with the RCT group & 6 months follow-up. The CBT-D group thus
maintained gains made from treatment through to 6 months, while the RCT group did
not. The authors argue that this fitswith prior research on trestment outcomes for CBT-
D which found that trestment gains tend to be maintained among patients recaiving
CBT-D.

Summary of effectiveness

Cognitive behaviourd thergpy is an effective trestment procedure which gppears to work best
with nondependent problem drinkers. Just as in the treatment of other psychiaric illnesses,
cognitive behaviourd thergpy tends to have laging effects in the treetment of doohol use
problems. Cognitive behaviourd thergpy isintegrd to many of the effective treetments discussed
in previous sections. Because it is particularly adgptable to programmed learning and manud
formats it has condderable potentia as computer training and distance education programs. It
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has been found to be effective with other psychiatric conditions such as depresson, and shows
potentid to treet dcoholics with such comorbid conditions

SUMMARY POINTS

1. Current research and expert opinion agree that behavioura sdf-control as taught through
cognitive behaviourad therapy is an effective trestment for acohol abuse.

2. It gppears that cognitive behaviourd thergpy may be most effective with problem drinkers
who are nondependent.

3. Cognitive behaviourd thergpy is paticularly adaptable for non-direct interventions such as
correspondence and computer training.

4. Cognitive behaviourd thergpy for depresson has the potentid to improve drinking
outcomes, which reflects the interdependence of these two psychiatric conditions.

2.5.7. Other Interventions

Mattick and Jarvis (1993) reviewed severd further categories of interventions for dcohol. Some
were conddered to have little potentid and further research was not recommended. These
induded acohal education (used aone), aversve therapy, rdaxaion training and systemdic
desengtization, interpretive psychotherapy and hypnoss Other interventions were found to
have potentid, but insufficient evidence to recommend them a thet time. Examples in this
category were covert sendtisation, AA and possibly acupuncture. Unfortunatdy, since QAP,
there have been no further randomised trids on covert sengtisation, despite being recommended
by experts (Miller et d., 1995). There have dso been no further randomised trids of
acupuncture trestment for abuse of acohal.

Mattick and Jarvis (1993) concluded that AA provides an accessble avenue for sdf-hdp and
on-going socid support for those who choose abstinence as their god, but that there is no
convinang evidence that AA dore is effective. Toniganet d (1996) attempted ameta-andyds
of abroad variety of sudieswhich incorporated AA as part of the treetment. This meta-andyss
was intended to determine which variables moderate research findings and concluded that the
best potentid lies in well-desgned studies using larger outpatient sample Szes than used to date.
They rated the sudy qudity of the 74 studies from which they drew ther condusons on 5
variables: method of subject sdlection, assgnment to trestment/control, instrument reliability, and
use of collateral messures or use of biomedica measures to corroborate self-report. They found
that, on average, these sudies usudly met only one of their 5 criteria for a good qudity study
and this one was most typicdly instrument reliability. Hence the queity of ressarch in this area
has not been of a suffident gandard to give further ingghtsinto the effectiveness of AA.
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No further randomised controlled trids were found in the most recent literature. Hence, the
datus of research in AA has not changed since the review by Maitick and Jarvis (1993).

SUMMARY POINT

The Quality Assurance Project (QAP, Mattick & Javis, 1993) concluded that some other
interventions hed potentid but insufficient evidence to recommend them at thet time. Examplesin
this category are covert sendtisation, AA and acupuncture. The daus of these other
interventions has not changed since the completion of the QAP.

2.5.8. General Commentary

Both the the QAP (Mattick & Jarvis, 1993) and the review by Miller et d (1995) cameto
samilar conclusons regarding the best trestments for dcohol abuse. Thisis not surprising as both
were based on asmilar body of research and used rigorous eva uation methods. Two important
gerera observations were made by Miller & d which deserve to be reiterated here:

1. Thar dudy found a large gap between evidence and practice which they
consdered should be addressed by both scientists and dinicians. They commented thet
ore had to go nearly hafway down Table Al (see Appendix ALl.4) - to disulfiram -
before reaching the trestments most commonly used in the United States. They argued
thet thereis often a perception that trestment for dcohol problems does not work and
this is unsurprising if the leest effective interventions are being used. The data in this
dudy certainly suggeds thet there are effective treetments for acohol ause. One clear
way to improve outcomes of dcohol treatment in practice is to promulgate and
implement those tregtments which have been shown to work.

Although QAP did not spedificdly rank interventions in order of effectiveness, it did
provide recommendations regarding effective interventions as wdl as a summary of
mog-used interventions in Audrdia Agan there were clear incongstencies between
recommended and most frequently used interventions.

2. In their examination of corrdates of qudity and effectiveness ratings, Miller et d found
no sgnificant corrdaions between these two variables, nor between quality and cog,
sveity of problem, sample Sze, age and gender profile. With effectiveness they
reported a amilar result with the exception that there was a trend (r=-0.26) for more
expensve trestment to be less effective which was dso found in a previous meta
andyds which coged trestments (Holder, Longabaugh, Butler, & Rubonis, 1991).
However, they aso reported a trend towards higher quality sudies in more recent
times.
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One further issue which has arisen from the large body of research on trestments for dcohol
abuse is thet of patient-trestment maiching. This issue was tesded in a large Sudy recently
(Project MATCH Research Group, 1997) and results with regard to hypotheses about
matching were not very encouraging. This study is destribed in Appendix A2.2. Three
trestments were compared (cognitive behaviourd thergpy, mativational enhancement and 12-
dep fadlitation) to ascartain whether they had differentid effects dependent on particular dient
factors. These client factors were sdected because experts in the area and research had
uggested they may be rdevant to the effectiveness of the different treatments. Few differences
were found, but the sudy did exclude perhaps the more dependent individuas eg those with
dud diagnosis and the homeless. This nation warrants further investigation.

SUMMARY POINTS

1. Itisimportant that those treetments which have evidence of effectiveness are implemented.
To date little heed has been paid to evidence of effectiveness.

2. ltislikdy that implementing mogt effective trestments will cost no more than those currently
favoured, and, being more effective will prove to be more cost-effective.

3. Thenation of matching patients to trestments requires further invedtigation.
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3.0 OPIATES

3.1 GENERAL INTRODUCTION

The mogt effective avallable trestments for heroin addiction involve drug replacement therapy
usudly supported by specidised psychothergpeutic or counsdlling programs. The use of opiae
replacement thergpy is controversad because it involves the delivery of a drug to treat a drug
problem. However, as Hal & a (1998b) argue it can be supported from a utilitarian
persoective, in that it can be shown to benefit both sodety and the individud by dgnificantly
reducing illegd injecting heroin use and assodiated crime, and thereby improving the hedth and
wedl-being of aggnificant proportion of patients.

The firg drug replacement therapy to be tridled, and now the most widdy established, uses the
gynthetic opioid methadone. Methadone maintenance treatment was introduced by Dole and
Nyswander in 1965 (1965); based on the notion that heroin dependence results from ‘a
permanent metabolic deficency’. Methadone adminigration was proposed as a replacement
drug which would dabilise this deficiency. Methadone has the properties of suppressing
withdrawd and craving for herain in the addicted individua

The identification of opioid receptorsin the brain in the 1970’ s dlowed more oecific definition
of the neuropsychologica effects of heroin and other opiates. Drugs used in opioid replacement
thergpy are described in terms of their agonigtic and/or antagonigtic properties in relaion to the
endogenous opioid receptors. Both methadone and LAAM  (levo-dpha-acetylmethadol) are
heroin agonists because they excite the same () receptors that heroin does, and so can be
used for pain rdief as well as reducing withdrawa from and craving for heroin, but with lesser
narcotic effects.

Naoxone and ndtrexone are heroin antagonists which have been tridled to replace heroin in
dependent individuds The antagonigts function by blocking without gimulating the neura
receptors which respond to heroin. Thus they block the euphoric, sedative and anadlgesic effects
of opioids and, as such, do not help reduce withdrawa symptoms. Buprenorphine, another drug
that has shown potentid as a replacement drug for heroin, is characterised as a mixed agonist-
antagoni<. It shows an inverted Utype dose-response curve, with maxima opioid effects &
medium doses.

These opioid replacement drugs are suitable for ord adminigtration which removes the risks of
infections such as HIV/AIDS and Hepdtitis B and C arigng from syringe use. They dso have
the advantage of requiring a most a Sngle daily dose which meansthat normd life activities are
less disrupted for individuas in trestment than when using heroin. Such treetments are preferred
by the heroin-addicted individuas as an dternative to abstinence. Thisis evidenced by the fact
that mogt heroin addicts who are given no further trestment return to regular use soon after
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detoxification, wheress there is a Sgnificant number who have been shown will remain on opioid
replacement therapy indefinitdy given the right conditions (Ward, Mattick, & Hall, 1998e).

One further form of opioid replacement thergpy is heroin maintenance, where dependent
individuals are given legd and controlled injections of heroin at trestment centres. It has been
uggested that ultimatey this may be the nmogt effective trestment for that smdl hard core of
addicts who are resgtant to any other form of treatment (Farrdll, 1998), and who are most
vulnerable to death by overdose as well as being responsible for much of the continued socid
damege caused by illegd heroin use.

Although the bass of the mog dfective avalade treetments for opioid addiction is
pharmacotherapy, there are many factors which have a bearing on individua outcomes,
Variables such as those the patient brings to the trestment setting and quiities of the trestment
sHting itsdf have critical impact on the effectiveness of trestment. Furthermore, non-drug
programs such as those practiced in thergpeutic communities have arole to play in trestment, as
do community-based relgpse prevention programs such as Narcotics Anonymous.

3.2 ASSESSMIENT

Asessment typicaly involves areview of the quantity of substance being used or consumed and
the consequences of such use. Assessment is used to determine the gppropriate trestment and
to assess an individud’ s need for other medica atention. Assessment for trestment is regarded
as the lead-in to trestment and how it is conducted can itsdf have ramifications for trestment
outcome (Ward, Mattick, & Hall, 19984). Furthermore, use of vaid and reiable assessment
procedures a inteke and following trestment is important in order to evduae trestment
effectiveness.

Individuas with drug use problems are often reluctant to commence treatment (see Section 2.3,
Assessment and Trestment Planning). Therefore the assessment of mativation to change is of
paticular importance in individuals with drug use disorders. Further, the manner in which the
assessment is conducted, particularly addressng expectations of the patient is an essentid
condderdion in the assessment of illicit drug use and the development of rapport. In asmilar
way to the approach recommended for assessment of acohol problems (Section 2.3), it may be
more condructive to briefly screen for substance use a initid interview, as lengthy interviews
may act to discourage further attendance in the trestment program (Maitick & Hall, 1993).
Further information on drug use and associated problems can be gleaned in later sessons and at
a pace that will not jeopardise the thergpeutic relationship.

Mattick et d in the report on the Quaity Assurance Project (Maitick & Hall, 1993) described
gx mgor problem areas which it would be expected thet effective treetment would impact upon
and which should be assessed before recommendation for trestment can be made. These were:
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(1) Moativation to change: It is dear that treetment will be more effective where the petient is
motivated to change. Mativation can be assessed by a dmple questionnaire and, where
warranted, motivationd interviewing may be used as part of the individud’ s trestment program.
Such procedures have been found to be a useful adjunct to treatment.

(2) Drug use and dependence: Knowledge of the patient’s level of dependence can assst
with decisons regarding gopropricte trestment type and intengty and expectations of
withdrawd problems. Less saverdy dependent clients may be better suited to an abstinence-
based treatment than drug replacement, and would expect lesser withdrawa symptoms

(3) HIV risk and physcal health: This assessment should cover both injecting and sexud

practices which impinge on HIV/AIDS risk. The QAP recommends thet physical assessment
should be medica and carried out by primary hedth care physicians, with additiona sdf-report
data on percaived hedth problems. Apart from HIV sero-toxicity, medica examinaion should
measure Hepatitis B and C and liver function.

(4) Psychological and psychiatric adjusment: Because psychologicad problems are high

amongs opiate dependent patients, and have a negetive impact on outcomes, it is essentid that
these are assessad a entry and that the program ensures a high priority is given to trestment of
comorbid psychologica conditions.

(5) Social adjusgment and functioning and (6) Criminality: It is dso important to take into
account such fectors as leved of employment, rdaionships with family and friends, living
conditions and degree of crimina involvement when assessng dient needs on entry to treetment
as these can impact on trestment and expected outcomes.

Apart from amedicd examination and higtory-taking to assess physicd hedth and HIV/hepditis
risk, various interview protocols have been desgned to asss in the assessment process. The
Severity of Dependence Questionnaire (SODQ, (Sutherland et d., 1986)) was developed to
asess levd of dependence in the recent padt, and was recommended by Maitick and Hall
(1993) to be used as an ad to assess severity of dependence in patients presenting for
treatment. Ingtruments which directly assess the DSM-IV and ICD-10 criteria for dependence
would aso be suitable to assessleve of dependence (Ward et ., 19984).

Ward et d, in their broad-ranging review of the literature regarding assessment, emphasised that
it is important to assess both the level of opioid dependence and problems and risks associated
with the hedth and lifesyle of the patient which may impact on trestment suitability and
outcomes. The Addiction Severity Index (AS (McLdlan e d., 1985)) and the Opiate
Treatment Index (OTl (Darke, Hal, Wodak, Heather, & Ward, 1992)) ae both
psychometricaly sound instruments which have been designed to assess drug-related problems
for both research and dinica purposes, dthough most use is in research. Both of these
indruments assess current drug use as wel as hedth, arimind activity and psychologica and
socid functioning. The OTI dso assesses HIV risk-taking behaviour. Maitick and Hal (1993)
recommended the OTI for assessing problems and risks associated with acohol and other drug
use, but advised that level of dependence and motivation for change should aso be measured at
intake assessment.
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Most recently, a new assessment instrument has been developed in the United Kingdom arisng
from the NTORS sudy (see Appendix A2). The insrument is cdled the Mauddey Addiction
Prafile (MAP) and, like OTl and ASl, is a multidimensona messure of substance dependence
and problems. However the authors argued that it may be preferable to these other measures
because it takes around 12 minutes to administer, compared with 45 minutes for the OT1 and
the AS (Marsden et a., 1998). Many of the items and scales were developed and adapted
from pre-exiding instruments such as the OTIl and ASl. Although further research is needed on
the dinicd utility and predictive vdidity of this ingrument, psychometric informetion gained to
date indicates it isavdid, reliable and brief measure of the variables of interest in assessment for
drug and dcohol trestment.

Ancther recently developed scde is the Injecting Risk Questionnaire (IRQ, (Stimson, Jones,
Chamers, & Sullivan, 1998)) which has been developed in order to obtain sandard information
regarding HIV risk-taking behaviour in the form of needle-sharing. The IRQ has been shown to
be a rdiable measure of the risk of sharing of injecting equipment across various settings and
with a varigty of injecting drug users. Stimson et d found thet the multiple question format was
more effective in identifying nesdle-sharing behaviour than a 9ngle question on the maiter.

Because drug use behaviours are not observed directly by the thergpis, it is necessary to use
sf-report questionnaires such as those described above. This raises the question of the
reigbility of such messures Sobdll et d (1994) reviewed the scientific literature and conduded
that sdf-reports are religbleif carried out in adlinic or research setting, when the patient is drug-
free a thetime of completion and where the patient can be reassured thet the information will be
kept confidential.

SUMMARY POINTS

1. Patients presenting for trestment for opiate dependence should be assessed for: motivation
to change; drug use and dependence; HIV/Hepatitis risk behaviour; mentd hedth daus;
sodd functioning and arimindlity.

2. Such an assessment process may be lengthy and this may discourage patients who are often
ambivaent about trestment for their dependence. Hence it is recommended that a brief
screen for drug use is used a fird interview, and thet other information is obtained in later
sessons as rgpport is established with the patient.

3. Standard protocols such as the Severity of Dependence Questionnaire (SODQ), the Opiate
Treatment Index (OTI) and the Addiction Severity Index (ASl) have been developed and
vaidated and should be used to assst in the assessment process.

3.3 DETOXIFICATION
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A gengd summay by Matick and Hal (1996) regarding the place of detoxification in
treatment, as well as redigtic expectations of detoxification, has been discussed aove in the
relevant section under Alcohoal (Section 2.4). Unlike the experience of acohol detoxification, the
abrupt cessation of opiate use leads to the onset of a withdrawa syndrome which is nat life
threatening. There appear to be two stages in opiate withdrawa. Thefirg or acute phase which
indudes such symptoms as irritability, anxiety, nausea, sweating, sniffing, etc begins 8 to 10
hours after last adminigtration and continues for 7 to 10 days with a peak around the third day.
This is followed by a period of around 6 months of secondary withdrawa when the patient feds
generdly unwdl and may suffer strong cravings for opiates.

Wheress there appears to be no advantage of inpatient over outpetient setting for acohol
detoxification, research has suggested thet inpatient detoxification for opiates is more effective
then outpatient, athough this may be due to intengty rather than setting of trestment (Mattick &
Hall, 1993). Because opioid withdrawa is not life-threatening, detoxification can be viewed asa
form of pdliative care whilgt the individud abgtains from drug use

Detoxification provides an opportunity to consder seeking drug-free interventions which reguire
abgtinence prior to entry. However, as discussed in Section 2.4 above, detoxification should not
be regarded soldly as preparation for trestment for the individua. It has the intringc benefit of
providing respite from the problems and risks associated with daly use whether followed up
with further interventions or not. In addition, detoxification is not necessary for the most widdy
used method of treatment for heroin dependence - maintenance using the cross-tolerant drug
methadone. Dependent persons can trandfer from heroin to ora methadone with no withdrawa
effects. The issue then becomes one of detoxification from methadone if the patient chooses to
become abdtinent. Withdrava from methadone is accompanied by smilar symptoms to
withdrawa from heroin and morphine, dthough it is more protracted and less intense,

In contrast to dcohal, leve of opioid dependence - as indicated by length of dependence and
methadone dose required for Sabilisation a the beginning of detoxification — isnot predictive of
sveity of withdrawd from opiates. Instead symptom severity has been shown to be more
drongly associated with neuroticiam (as assessed by the Eysenck Persondity Questionnaire)
and expectaions aout withdrawd disress (Ward, Mattick, & Hall, 1998d). Research has
shown that patients with higher levels of fear of detoxification Say on longer in methadone
mai ntenance trestment and make fewer attempts to withdraw. Ward et d report some evidence
that giving accurate information regarding what a patient should experience during detoxification
can lead to ahigher rate of completion.

The review conducted for the Quality Assurance Project (Mattick & Hall, 1993) found that the
man non-medicated detoxification procedure for which there was evidence from outcome
dudies was electrogtimulation of various parts of the body. The evidence suggested that
results were eguivoca and that further research was warranted. No further research in the area
was located for thisreview.
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Because of the high levels of anxiety and gpprehenson associated with withdrawa it has been
proposed that counsdling and psychotherapy may be useful as an adjunct to the medicated
withdrawa program. Because pharmacologica interventions have been o successful with
opiate detoxification, psychosocid interventions have received little attention in the research
literature. As with eectrostimulation, further research is required to demondrate how much and
under what conditions counsdling may assit in easing the process of detoxification. Bickd et d
(1997) conducted a 26-week trid using buprenorphine for outpatient detoxification. The design
was such that it did not directly assess the effectiveness of buprenorphine, but it compared two
groups randomly assgned to behaviourd (N=19) and standard (N=20) treatment support
savices. The dandard trestment was equivdent to the usud ancillary service provided in
methedone dlinics and addressed compliance and rehabilitation issues. The behaviourd program
comprisad community reinforcement and contingency management gpproaches. They found thet
the behavioura treatment resulted in improved outcomes on virtualy al messures compared
with slandard trestment, dthough few of the differences were sgnificant. In paticular, they
found that behaviourd trestment improved retention in that 50% of this group were retained to
the end of the study compared with 20% of the standard trestment group. They dso found a
drong association between completion of behavioura activities and both retention and opioid
abginence. The numbers are dearly very low in this Sudy, so thet further reseerch using larger
numbers and refined and individualised behaviourd activities may improve the rather poor
retention rate which is currently occurring with pharmecologically asssted detoxification.

Mattick and Hal (1993) concluded that tgpering doses of methadone is the mog effective
aoproach to opiate detoxification. In their review of detoxification from methadone, Ward et d
(Ward et al., 1998d) reviewed rdated evidence which suggests that the process of withdrawd
of methadone should be gradua and should be even further tapered when dose reaches around
20 mg where paients may begin to experience an increase in withdrawd symptoms. Whether
patients benefitted from being informed of dose leves throughout detoxification appeared to be
a mater of individud indination. Some patients preferred to be blind to dose in order to dlay
anxiety as dose approaches zero. Others benefitted by being informed and acting as an active
participant in the procedure.

Because methadone-asssted withdrawa has been in use for along time it tends to be used in
research as the dandard againgt which to measure other gpproaches. The dpha adrenergic
blocking agent, donidine has been evauaed and, in some studies, has been found to have
approximately equivdent efficacy in reducing the symptoms of detoxification. It has the
advantage over methadone in shortening the detoxification period and, when combined with
naltrexone, can reduce it to 2 or 3 days. However, donidine has sgnificant Sde effectswhich
indude hypotenson, sedetion, insomnia and possible psychiaric symptoms in those with a
history of these disorders. According to Ward et d, comparaive sudies usng donidine in
outpatient settings have tended to find that methedone tapering is overal more effective and that
it induces less didress in patients. As with methadone detoxification, donidine patients regpse
rapidly to heroin use, once they leave the detoxification program.
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Following the initid promise of donidine, the effectiveness of other dpha adrenergic agents,
paticulaly guanfacine and lofexidine have been compared with donidine and methadone in
various dudies. Kahn et d (1997) compared |ofexidine and donidine in arandomised trid usng
an inpaient population, and found lofexidine to be as effective as donidine with fewer sde-
effects Smilarly, Carnwath and Hardman (1998) compared these two drugs in a randomised
double-blind trid in an outpatient setting, and found that both drugs can be usad successfully in
outpatient detoxification, but cdonidine required more home vidts due to hypotensve dde
effects. San et d (1990) compared guanfacine, donidine and methadone in an inpatient setting
and concdluded that methadone was superior to the dpha adrenergic agents in reducing
symptoms of withdrawa, and had fewer Sde effects They dso found that guarfacine appears
to be a more managegble drug than clonidine for the purposes of detoxification. Further
research is required on the effectiveness of these drugs in assgting detoxification, especidly on
outpatient samples. It may be that the particular prdfile of action of the dpha adrenergic agonists
will suit sub-groups of patients undergoing detoxification, who are not vulnerable to the sde
effects of these drugs.

The mixed agonig-antagonist, buprenorphine, which is aso showing promise in mantenance
trestment for opioid addiction, has been found to be equivdent in efficacy to methadone and
acceptable to heroin users for detoxification in outpatient settings (Mattick & Jarvis, 1993).
Buprenorphine aso has the advantage of having lesser abuse potentid than methadone. It has
amilar pogdtive subjective effects, with minima sedation. O’ Connor et d (1997) conducted a
randomised double blind dinicd trid comparing detoxification outcomes for donidine (N=55),
combined clonidineg/ndtrexone (N=54) and buprenorphine (N=53) in an outpatient setting. They
found that buprenorphine was as effective as donidine and cloniding/natrexone for successful

completion of outpatient detoxification and resulted in fewer withdrawva symptoms. Because of

the partid agonist/antagonist properties of buprenorphine, the authors argued thet it islesstoxic,
less prone to diverson and is eesier to withdraw from which make it more suitable than other
avalable medications for outpatient detoxification in primary care seitings.

Diamant and co-workers (1998) pointed to research which has found buprenorphine to be
more effective than donidine in atenuating the Sgns and symptoms of opiate withdrawd. They
conducted an exploratory study of the effectiveness of using buprenorphine on a flexible
decreasng dosage regime over a period of 10 days, usng an outpatient sample. They found that
patients tolerated ther withdrawa symptoms well during the procedure, with no reported Sde
effects of the buprenorphine. Patients maintained well-baanced mood throughout, and reported
minima or no withdrawa symptoms by day 10. The reseaerchers concluded thet buprenorphine
is eficient for opiate detoxification and the gradua reduction in dose produced superior
outcomes to those found in sudies which used rapid dose reduction. Further controlled
research is needed to darify the rdative benefits of buprenorphine and its various dbsage
regimesin opiate detoxification.

The opioid antagonists naloxone and naltrexone have been used to speed up the process of
detoxification in the belief thet some individuals may prefer shorter (1 to 2 days) detoxification
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with more acute symptoms then lesser symptoms over alonger period (usudly 7 to 10 days). It
is usudly required that they are used in conjunction with another drug (eg. clonidine) to reduce
the intengty of the acute onset of withdrawa symptoms (Mattick & Hall, 1993). Naoxoneis
the drug mogt frequently used to reverse the effects of opiate overdose. Natrexone and
naloxone are usad in ultra rgpid detoxification which has received srong promotion in recent
years as amiracle cure for heroin addiction.

Ultrarapid detoxification involves successve adminigrations of the opioid antagonist under
heavy sedation or anesthesia so that heroin-addicted patients are detoxified in 24 hours without
uffering the acute withdrawa symptoms that woud occur in aware paients. In an editorid in
Addiction, Kleber (1998) provided a summay of the issues surrounding utrargpid
detoxification. Bagc to the discusson was the fact that detoxification is not synorymous with
trestment and, as mentioned above, there is a high probatiility that patients who have undergone
detoxification will rdgpse to opiate use if no further treetment is pursued. Another sgnificant
issue thet arises is thet there is a greater risk of desth or harm associated with the procedure,
compared to opiate detoxification without aneesthesa The effectiveness of this procedure
needs to be compared with other detoxification procedures usng the gold standard of
randomised controlled trials. A recent review by O’ Connor and K osten (1998) found thet there
was a deplorable lack of good research on ultrargpid detoxification and associated risks.

Various dinicd trids are being conducted throughout the world and the results from thee are
eegerly anticipated.
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SUMMARY POINTS

1. Deoxification is not of itsdf a trestment for opiate dependence. However reviewers agree
that the process of detoxification does have intrindc benefits br the individua, whether
followed by trestment or not, because it provides a repite from the risks associated with
dally drug use

2. Counsdling and psychothergpy may be useful in dlaying the gpprenenson assodiated with
withdrawa from opiates but are not effective done. More research is heeded on non-drug
adjunctsto as3gt detoxification.

3. Treating patients with individudised tapering doses of methadone has tended to be the
dandard effective detoxification procedure, dthough other drugs are currently being
assessed which may prove as effective, or better, for certain sub-groups of dependent
individuds.

4. Alpha adrenergic agents such as donidine, guanfacine and lofexidine have been compared
with methadone and, dthough effective, they have been found to have more Sde-effects and
lesser effects on withdrawd symptoms.

5. The opioid antagonists naloxone and natrexone (unassisted or with dloniding) may be useful
for those individuds who are willing to tolerate a shorter but more intense withdrawd
period.

6. Buprenorphine has been found to effectively assst in the process of opiate detoxification.
Patients show few symptoms and signs of withdrawa from this medication and its usefulness
Isenhanced by the fact thet it isless vulnerable to abuse than methadone. Further researchis
recommended to specify appropriate dosing regimes for opiate detoxification.

7. Useof ultrargpid detoxification using natrexone aided by heavy sedation or anaesthesa hes
received much publicity but has yet to be properly evduated. There is dso a dightly
increased risk of harm associated with the use of generd anaesthesa
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3.4 SPECIFIC INTERVENTIONS
3.4.1 Methadone replacement therapy

Methedone maintenance is the most widdy applied and reseerched trestment regime for opiate
dependence. It was implemented as a thergpy before RCTs were consdered the standard
method of assessment of efficacy. This means that there have been few opportunities for
investigation of outcomes through RCT's because, as soon as methadone mainterance became
an accepted trestment, there arose ethical and methodologica problems with excluding some
patients from trestment in order to have a control condition.

Recent Resear ch
Evidence from Randomised Controlled Trials (RCTs)

In their recent review of the research literature, Hall et a (1998a) summearised evidence from
randomised controlled trids as well as observationd studies (see Appendix Al). From the three
RCTs reviewed by Hal et d, which provided methadone maintenance over an extended period
(1 to 20 years), there was strong support for the effectiveness of methadone maintenance over
no treetment/placebo despite the use of rdativey smdl samples. Ouicome criteria for these
dudies induded rates of imprisonment, dally heroin use, retention in trestment, employment
datus, and return to further education.

There were three further RCTs reviewed by Hal et d which compared methadone maintenance
with an dternative treetment over much shorter periods of time (1 month to 15 weeks). These
dudies found individuds in methadone maintenance had superior outcomes to comparison
groups, udng such criteria as retention rates illiat heroin use and enrolment in a comprehensve
methedone maintenance program. However, the studies quoted in this section suffered from
methodologica problems, such as the difficulty of retaining subjects in a placebo or low-dose
condition for any length of time because of the avalability of methadone maintenance as a
trestment dsewhere. In introducing methadone maintenance, Dole and Nyswander (1965)
argued that methadone needed to be in sufficiently high doses to remove the craving for heroin
and to block its euphoric effects. They dso Sated that its effectiveness could only be evauated
over saverd years The sudies quoted in this section suffered from such drawbacks as usng
low or unspecified doses of methadone and al were carried out over quite short periods of
time

Evidence from observational studies

Obsarvational gudies of the effectiveness of methadone maintenance reviewed by Hdl et d
(1998a) are divided into two categories. controlled comparative sudies and pre-post studies.
Controlled comparative studies compare outcomes for individuds who sdf-sdect for
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methadone maintenance and those who enroll for dterndive trestments In these Sudies
conclusons can be drawn about relative treatment effectiveness after datidticdly correcting for
patient characteridics which have been shown to affect preference for particular trestment
moddities. Pre-post sudies compare relevant outcomes a intake and then a some point
following treetment. There is no comparison condition in these sudies so outcome changes need
to be interpreted cautioudy. In such sudies time in treatment is compared with outcome to
provide evidence of trestment effectiveness. However, agan, those with the best prognosis may
be more inclined to day in trestment. Such sdlection biases can be corrected by comparing
relevant prognogtic indicators of those retained in trestment with those who drop out, and
applying gppropriate Satistical adjusments.

The summary of obsarvationd studies of trestment outcome with methadone maintenance (Hall
et a., 1998a) included an evaduation of how rigoroudy the researchers controlled for the biases
discussed above. They found that methadone maintenance produced better outcomes than
detoxification done, voluntary no methadone maintenance trestment, and involuntary no
methadone maintenance. In particular they found that evidence from the Treatment Outcome
Progpective Study (TOPS) provided clear support for the effectiveness of methadone
maintenance in reducing heroin use and crime. The TOPS study is a precursor to the DATOS
sudy which has been summarised in Appendix A. As outlined in that summary, results from
DATOS accorded with those from TOPS. DATOS found that methadone maintenance
impacted pogtivdy on heoin use, maijuana use, aimind behaviour, and risky sexud
behaviour.

Severd other large US-based pre-post sudies were reviewed by Hdl e d (19984) and 4l
showed support, abeit less convincing, for the findings from the RCTs. Heroin use and crimind
activity were found to decrease while the addicted individud remains in treetment. However,
they a0 reveded that there were large differences in palicies and trestment variables between
programs and these sgnificantly influenced outcome. Many programs were rendered ineffective
because of these factors. In particular, most programs used lower doses of methadone than
defined by the Nationd Indtitute of Drug Abuse, and there is some evidence from this deta thet
mean dose of methadone predicted retention and continued illicit heroin use. There was dso
vaidion on such factors as frequency of urindyss and consequences of continued drug use.
The issue of the influence of trestment variables on outcome will be discussed laer in this
section.

Hal et d (1998a) agued that the less impressve findings in the more recent obsarvationd
studies compared with the earlier RCTs, may reflect a shift in palicy in the US to use minima
doses of methedone and to srongly urge abstinence rather than maintenance in methadone
trestment. This not only arises from ethica concerns of sarvice providers and the government
but from reduced financid support for methadone maintenance in the US since the mid 1970s.
Other reasons for these less impressive results for naturdigtic sudies are that RCTs tend to be
over-optimidic by being ale to control who is treated and to ensure optima trestment
implementation. Also, & the time the RCTs were caried out there were few dternative
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trestments, whereas more recently those leaving or refusing methadone maintenance may well
obtain treatment dsewhere. It is aso suggested that one further factor impacting on trestment
outcomes in more recent years is the increased incidence of polydrug use amongs those
presenting for trestmernt.

Hal et d conduded that, from the data reviewed, “on average’ there is good support for

methadone maintenance as atrestment for heroin abuse. It is better than dl available dternatives
as it dtracts and retans the larger proportion of individuds into treatment and thereby
sonificantly impacts mortdity and morbidity of users and socid codts for the community. They

specified four caveats to this conduson:

(1) Methadone maintenance did not rid dl participating individuds of ther heroin abuse or

addiction. Approximatdy haf Ieft trestment within 12 months due to continued illicit heroin use
and a subgtantial number continued to use heroin, at alower rate, whilst il in trestment.

(2) There was dgnficant variability between policies and practices and effectiveness amongst

trestment programs. Factors that influenced thiswill be discussed below.

(3) The mogt effective programs followed the mode proposed by Dole and Nyswander (1965)

which required high or blockade doses of heroin and a maintenance rather than an abgtinence
objective.

(4) Benefits of methadone maintenance only lagts whilgt the patient isin treatment. There isa
high rete of relgpse to regular heroin use on discontinuation of trestment.

Evidence from studies directly assessing the effect of methadone maintenance on
HIV/AIDS and infectious Hepatitis

Ward et d (1998Db) reviewed the literature which specificaly addressed impacts of methadone
maintenance on these infectious illnesses, which have high rates of occurrence amongs injecting
drug users. They concluded that there was insufficient evidence regarding hepatitis and what
was avallable was contradictory. One factor affecting the possible impact on infectious hepdtitis
is thet it is highly infectious and thus soread widdy amongdt injecting drug users (50-80% for
hepatitis B and C) and from early in thar injecting careers. Hence they are likely to have the
disease before entering trestmen.

On the other hand there was condderable evidence tha methadone maintenance programs
sgnificantly reduce the risks of HIV/AIDS. In early sudies where heroin addictswere virtudly
randomly placed in methadone mantenance, and thus could be compared with the generd

population of untreated drug users, there was found strong evidence of the protection of the
methedone group from HIV/AIDS infection. This was depite the evidence that there was no
equivaent protection from Hepatitis B, which tedtified to shared needle use prior to methadone
maintenance treatment. Ward et d (1998b) reviewed severd recent studies which confirmed
that methadone maintenance protectsits recipients from HIV/AIDS.
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Factors impacting treatment outcome
(i) Program factors

Dose: In ther summary of the Quality Assurance Project for opioids, Mattick and Hal (1993)
conclude that evidence to tha time suggested that methadone maintenance is an effective
trestment for opioid addiction when ddivered in sufficient doses to block withdrawa from
heroin, as proposed by Dole and Nyswander (1965). Doses greater than 60 mg per day were
recommended. Smilarly, following a review of the rdevant literature, Ward et d (1998f) found
that methadone dose showed a postive linear dose-response rdationship with retention in
trestment and a negative linear rdationship with heroin use, with no plateau being reached in the
dose ranges being sudied. They therefore assumed that a plateau would only be reeched a
vay high doses They condude that doses should be individudised depending on methadone
metabolism and psychologicd factors and that generdly, a dose between 50 and 100mg will be
adequate to it the needs of mogt patients. This does not preclude the options of using higher
or lower doses where the need arises.

Rhoades et d recently completed a sudy which assessed the effects of dose and dose
frequency on the effectiveness of methadone maintenance (Rhoades, Creson, Elk, Schmitz, &
Grabowski, 1998) usng surviva andyss. This sudy used 123 subjectsin a 2X2 design where
vidgts were 2 or 5 days a week and dose levels were ather 50g or 80 mg. Subjects were
followed up over 24 weeks of trestment. Using an intentionto-treat analyss, they found thet
there was sgnificantly poorer retention for those subjects who were required to vigt the centre
5 days a week and who were aso on the lower (50mg) dose of methadone. The other three
groups were retained equdly irrespective of vigt frequency. Although a subjective measure of
AIDS risk found no differences, results from urine screens for opiates found that Sgnificantly
more on the low dcbse were usng heroin whild in trestment. The mean per cent teting pogtive
in the 80mg/day group was 20%, compared with 45% for the 50mg/day group. So, overdl the
higher dose groups were retained in trestment and used less heroin than the lower dose groups.
A methodologicd problem with this sudy is thet the andyss exduded those patients who
provided insufficient screens (less than 4, maximum possible screens 16) each month. A
consarvaive, intention-to-trest mode would have rated these as pogtive screens. Despite this
drawback, this study can be viewed as providing further support for the notion that methadone
maintenance patients fare better on ahigher dose regime.

Maintenance or abstinence policies. Programs which promote short-term methadone
trestment leading to detoxification and abgtinence have been found to be rdatively ineffective
except for a smdl number of patients who have been using for a short period and are less
sverdy dependent (Ward, Mattick, & Hal, 1998c). Ward et d reviewed the literature on
trestment duration and found that evidence suggests thet the longer the time in trestment, the
greater the gains made and the likdihood that Sgnificant lifestyle improvements will be achieved
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and consolidated. They conclude that the research supports a long-term maintenance trestment
policy with detoxification from methadone not a necessary (or redistic) god for many patients.

Take-home dosing/diverson of methadone: The results from the Rhoades e d (1998)
sudy regarding dose frequency are of particular relevance to the issue of take-home dosing and
diverson of methadone. They found that dlowing paients to take home doses from twice-
weekly trestment centre vidts, improved retention compared with requiring more frequent (five
times per week) vists. Also the group on twice-weekly vists did not have increased heroin use
as evidenced by urindyds, s0 that they gppeared to be able to manage a-home dosng
adequately. Inthar summary of the effects of treatment factors on retention, Ward et a (1998c)
aso found better retention with take home dosing and less frequent trestment centre vigts.
Darke (1998) points out that methadone dose diverson gppears quite common, athough little
controlled reseerch has been carried out in the area Much of this diverson of methadone
gopears to come from take home doses. Diverted methadone, gpart from depriving the
individua of the required dose, is used by those heroin users not in trestment. Oral methadone
can be diverted for use in injections, thus increasing hedth risks to the individud. However,
Darke does not recommend that take home doses are curtailed, but that dinicians are mede
aware of the posshility and of the harms that arise from diverson, and should carefully monitor
those who are permitted to take home methadone. Rhoades et d conclude from their study that
risks such as overdose and dose diverson are outweighed by the dear benefits of providing
adequate and accessble doses of methadone.

Style of treatment: In his chapter on treatment ddivery, Bdl (1998) points to evidence that
when gmilar programs are congdered, quite different outcomes can result from differences in

the style of treetment. He argues that as with treatment for other medica and psychologicd

problems, methadone maintenance should treat each paient on an individudised bass.
Difficulties associated with opioid use and obtaining trestment should be tackled and not

digmissd as irritants for dinicians. The outcome for each dient will depend on how well they
are assgted with thar problems. Included within the notion of dyleisthe attitude of Saff which
Bdl rates as probably the most important determinant of outcome after methadone dose. In a
wdl-gtructured environment, rules and expectations of both staff and dients need to be clearly
st out and maintained in order thet the trestment environment is regarded as safe and fair for
dl. Bel argues, therefore, that methadone maintenance treatment is best carried out through
primary care centres where individua problems would be more easly addressed than in large
methadone dinics Treatment programs should have dear raiondes and objectives with
adequate structure and record-keeping. Roles of attending saff should be clear, and regular
team meetings are essentid for support and maintenance of these roles. However the structure
should not be such thet it acts as abarrier to entry for patients.

In ther sudy which compared patient and in-trestment variables as predictors of outcome for
methedone maintenance treatment, Magura et a (1998) performed a retrogpective longitudind
andysis of 1206 admissons to 15 methadone dinicsin New York city in 1989-90. They used
aurvival andyds with time in trestment as the outcome and found that variables dassed as in-
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trestment were better predictors of retention on methadone maintenance. In particular, in the
context of gyle or qudity of trestment, they found that condructive response to patient
problems postively predicted retention. This study had some methodologica problemsin thet it
was retrogpective and sdective in the dinics it used. However it is an important study to
replicate progpectively in order to further darify the role of style and other trestment variablesin
trestment outcome,

Counsdling and psychotherapy: The rde of counsdling and psychothergpy in opiate
dependence trestment has not been clearly established. In their review of the areg, Mattick et d
(1998b) conduded that counselling cannot be congdered a sand-aone trestment for opiate
dependence, but there was reasonable evidence that it adds to the overal effectiveness of
methadone maintenance programs. There is a concern thet in order to reduce cods, such
andllary services as counsdling will be reduced, because their contribution to outcome has not
been dearly determined. Methadone maintenance programs with few support services have
been shown to be effective, but the cost-benefit added by counsdling is less dear. It islikdy
that not al methadone maintenance patients will benefit from counsdling services and thet those
most likely to benefit are those who need assstance to get some order back into their lives.
Such issues would be darified in methadone maintenance programs where individudisation of
trestment istaken serioudy.

Thereview by Mattick e d makes saverd important summary points
where methadone maintenance has been shown to be effective, it has employed counsdling
as part of the treatment;
counsdling isimportant for those who need it, but can be counter-productive if mandated;
thereislimited evidence that better quality counsdling services work better;
there is no evidence that ex-addicts are more effective than others,
there is no evidence that extendly qudified counsdlors are more effective than those
interndly-trained,
there is no evidence that spedific techniques such as rdaxation training impact on outcomes,
dthough there is some suggetion that mativaiond interviewing syle may be useful in
promoting a good working relaionship between dlient and thergpist;
psychotherapy may be useful for treetment of heroin addicts on methadone maintenance
who have comorbid psychiatric disorders, but otherwise cannot be judified on present
evidence
family thergoy may be of vauein treetment where the dients are willing to participate;
research has shown that thergpist effects may be more important in influencing outcome then
the trestment they are using . This needs to be taken into account when amagamating
research findings from different therapists and trestment settings; and
effective thergpists do not necessarily come from a particular theoretica tradition (i.e.
psychodynamic or cognitive behaviourd therapy), but do employ “sound generd counsdling
princples (reflective ligening, egablishing an empathic dliance, ec) raher than
confrontation” (Mattick et a., 1998b p298).
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In ther review of factors affecting duration of trestment, Ward et d (1998c) dso pointed to the
foIIowmg further trestment factors which have a bearing on outcome:
rapid assessment prior to induction to trestment leads to better retention,
the use of negative consequences such as reducing dose because of postive opioid
screensis counter-productive,
the improvements in outcome as a consequence of the provison of ancillary servicessuch
asmedicd trestment and job training;
the need for clinic accessbility in terms of locaion and hours to mantain patient
attendance; and
the negative impect of introducing fees for treatment intermsof patient retention.

(i) Petient factors

Polydrug use: In his summay of the influence of moderator vaiables in methedone
maintenance treatment, Darke (1998) reviewed the reseerch on drug use other than heroin,
which has been shown to leed to riskier behaviour and poorer prognosis for patients placed in
methadone maintenance. Both benzodiazgpines and cocaine are widdy used by heroin users
and use of benzodiazgpines has been shown to be a particular hazard to successful methadone
maintenance trestment. Use of benzodiazapines is associated with the incidence of overdose
and users who are dso heroin addicts tend to be those with the greatest physicd, psychologica
and socid dysfunction. As pointed out by Darke, there is some evidence that benzodiazapines
may enhance the subjective effects of methadone, so that retention on methadone maintenance
may not encourage reduced use of benzodiazapines. Supervisng physicians need to be made
aware of the risks of continuing to prescribe benzodiazgpines to individuas whilst they are in
methadone maintenance trestment.

Cocaine users who dso abuse heroin tend to engage in riskier sexud and injecting behaviour
and have greater HIV seroprevalence. However, Darke conduded from reviewing sverd
Sudies that there is some evidence that retention on methadone maintenance reduces cocaine
use, possbly due to reduced overdl injecting behaviour. Thus, dthough cocaine users are a
incressad risk whilst il usng herain, retention in methadone maintenance trestment may reduce
this risk. Rhoades et d (1998) found in their study thet those patients receiving the higher dose
of methadone (80mg) were more likely to have higher cocaine use than those on the lower dose
(50mg). This runs contrary to prior research findings and the suggestion that decreased injecting
opiate use leads to decreased cocaine use. However, such findings would need to be replicated.
As Rhoades et d concluded, if cocaine use does indeed increase with methadone dosg, this
should not be used as a reason to decrease heroin dose as this will result in high drop out rates
for the opiate trestment program. The cocaine use must be addressed giving due regard to the
need to retain patients in methadone maintenance trestment.

In another study specificaly designed to look a petterns of cocaine use in methadone
maintenance, Grellaet d (1997) found that the percentage of cocaine users did not change from
intake to 18-24 months after admisson. They found some cross-over between users and non
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users with 17% of those not usng & admisson becoming users later in trestment and 17% of
users at admisson sopping using. Use of cocaine powder ether done or combined with heroin
in “speedballs’ decreased during treatment while use of “crack™ cocaine increased.

Psychopathology: Heroin users with antisocid persondity disorder (ASPD) tend to be those
most severdly affected by their addiction. However, as pointed out by Darke, the diagnosis of
ASPD for aheroin abuser may be influenced by the fact thet it has many behaviours in common
with herain abuse behaviours. He concdluded that, dthough a diagnoss of ASPD may be a
marker for riskier behaviour and not true psychopathology, evidence suggests that such
individuds can benefit as wdl as other pdients from methadone maintenance trestment.
Smilarly, heroin users tend to report higher than normd levels of depression and anxiety which
may interfere with trestment success. However, Darke pointed to research which has found that
participation in methadone maintenance treatment may be associated with dedines in such
psychologicd distress.

Other patient variables. Severd other patient variables have been found in the research
literature to be consgently associated with methadone mantenance trestment outcome. As
summarised by Ward e d (1998c), patients who are younger, who have more pre-trestment
crimind involvement, who are more dependent, and who have high levels of dcohol use tend to
be retained in treetment for shorter periods. Patients who are employed pre-trestment, who are
living with a gpouse or family, who are motivated and have redigtic expectations of trestment
are more likely to be retained longer. As a corallary to the last variable, some studies have dso
found that previous attempts at methadone maintenance predict better outcomes.

For example the study by Rhoades et d (1998) found that younger subjects and those with
opiate- pogtive urine screens a intake were mogt likdly to leave methadone maintenance earlier.
They dso found that prior atempts a methadone maintenance was pogtively related to
outcome. They concluded that specid atention needs to be directed towards retaining the
younger and more severdy dependent heroin usars, as wel as ensuring that methaedone
maintenance continues to be available for those with prior experience with methadone. Smilarly,
Magura e d (1998) found age and crimind judice involvement predictive of outcome as
discussed above. However, unlike Rhoades et d, these researchers found no predictive
associaion with prior attempts a methadone trestment, nor with variables rdated to severity of
addiction. However, as mentioned above, the sudy by Magura et d was retraspective and
more likely to be less accurate, which may have causad it to have less Sgnificant findings.
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SUMMARY POINTS

1. Thereis strong support, from the few randomised controlled trids that have been caried
out, for the superior effectiveness of methadone maintenance over placebo/no treatment.

2. Obsarvationd dudies have aso shown postive reaionships between time in trestment and
such outcome variables as opiate and other drug use, crimina behaviour and sexud risk-
teking.

3. Dose of methadone is of crucid importance to outcome. Methadone dose is postively
related to retention and negetively rdaed toiillicit opioid use. It is recommended that doseis
individudlised to suit the petients  psychologica and physiologica needs.

4. Methadone is only effective whilg the petient remains in treetment. Once a patient leaves
trestment he/she will return to pre-trestment drug taking.

5. Methadone maintenance reduces the risk of the soread of HIV/AIDS due to the decrease in
injecting activity. No effects on rates of hepatitis infection have been found, probably dueto
the fact that mogt patients have these highly infectious diseases on admisson to trestment.

6. Clinic policies have a dgnificat influence on the outcomes of methadone maintenance
tretment. Clinics should: be mantenance-oriented;, pay Soecid atention to patients
individual needs and problems as they arise; be more accessible by providing take-home
dosing; and willing to provide psychologicd counsdling as required.

7. The evidence regarding the effectiveness of methadone maintenance on cocaine use in
heroin users remains equivocdl.

8. Theae ae paticular sub-groups of heroin usars who may have better outcomes on
methadone maintenance. These include older users, those who have attempted methadone
maintenance before and those who have lower dependence. Those who do not do as well
on methadone maintenance indude patients with a high levd of pre-trestment crimina
activity and dcohol abuse

9. Pdtients with comorbid psychiatric conditions such as antisocia persondity disorder or
mood disorders, dthough often the most severdly addicted, can benefit from methadone
maintenance treetment and cessation of illicit opiate use.

3.4.2. LAAM (levo-alpha-acetylmethadol)
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LAAM, like methadone, is a synthetic opioid agonist which is effective when ingested ordly. It
blocks the effects of other opiates and prevents withdrawa but does not produce a subjective
high. It was subjected to extensve trids as a treeiment for heroin dependence in the 1970's, but
little research has been carried out on it Snce the early 1980's (Mattick, Oliphant, Ward, &

Hall, 19984).

The Qudity Assurance Project (Mattick & Hall, 1993) reviewed the literature on LAAM and
concluded that research tes found no Sgnificant difference in outcomes for patients on high-
dose LAAM and high-dose methadone but that LAAM may have anumber of advantages over
methadone as a maintenance drug. These advantages sem largdly from the fect that LAAM has
a hdf-life of 92 hours compared with 24 to 36 hours for methadone. In a recent article, Rawson
and co-workers (1998) summarised the findings from 27 double-blind or open trids of thrice
weekly dosing usng ord LAAM and involving more than 4000 patients. They concluded that
long-term trestment with LAAM is comparable to methadone maintenance in reducing illicit
opioid use and associated crime.

The following advantages of LAAM over methadone are liged in reviews of the literature

(Mattlck& Hall, 1993; Maitick et d., 1998a; Rawson et d., 1998):
LAAM has a milder, more conastent drug effect due to its dow onset and more sustained
action which adlows some patients to fed more “normd” than they do on methadone.
However, due to the dower onsg, induction onto LAAM may require adminidration of
other medicationsto dleviate trangent withdrawa symptoms.
LAAM would be expected to provide better suppression of withdrawa symptoms and
craving for those patients who may experience such symptomsiif they miss a scheduled dose
of methedone. This would reduce the need to inject heroin to aleviate withdrawa symptoms
and thus provide greater protection againg HIV infection.
Patients need only vigt the dinic every 3 days to obtain their medication which dlows
gregter flexibility in terms of dlowing them to pursue normd life adtivities without the
impediment of daily dinic vists
Reduced need for dinic visits would provide a cost benefit in terms of time savingsfor both
petients and dinic Saff.
Because of the reduced dosing frequency there is less need for take-home doses and thus
less opportunity for dose diverson. However, as Mattick et d (1993) warn , disdlowing
take-home privileges has the negative impact of reducing patient acceptance of the regime
and can adversdy dfect retention in mantenance programs. Even dlowing take-home
dosing, Rawson et d (1998) point out that the dower onset of LAAM means that it less
likely to be diverted than methadone.
Reduced dinic vigts would mean fewer people congregating at trestment centres, which
may lead to less loitering and other illegd activities in the vidnity which, in turn, may
encourage greater community acceptance of such trestment centres.
Apart from the advantage of gregter flexibility, resserch has found that LAAM s preferred
to methadone by patients who have experience with both, because it provides a better
blockade and reduces craving.
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One risk associated with the use of medications with long haf-lives such as LAAM s the
incressed risk of toxidity which can occur if LAAM is rapidly metabolised when liver function is
enhanced. This risk is highes during the dabilisation phase and it is recommended that a
minimum 48 hours dosing period is enforced throughout trestment (Mattick, 1998).

Recent Research

Recent reseerch on LAAM has concentrated on etablishing the mogt effective dosing regimes
for both induction and maintenance as well as invedtigating barriers to the wider implementation
of the drug.

Houtsmuller et d (1998) randomly assgned 8 subjects to each of a high dose (75mg) and
low dose (25mg) dternate day dosng of LAAM with placebo on intervening days in a
double-blind design. Following stabilisation, subjects were chalenged with hydromorphone
following 1, 2, 3, or 4 days of placebo (non-LAAM) dosing to ascertain theleve of opiae
blockade following such non-dosage periods which represent typicd gaps in dosing
occurring in a thrice-weekly dosing regime and where a dose is missed. Whilst withdrawal

symptoms remained mild even 4 days dter the last dose of LAAM, they found no dose
effect on withdrawa symptoms. However, postive agonist effects were found at dl intervas
for those subjects who had been stabilised on the low-dose regime, while those on the high
dose showed minimd response to the opiate chdlenge. The authors concdlude that 25 mg
doses of LAAM do not effectively blockade the opiate receptors, whereas the 75mg doses
effectivdy block the subjective effects of other opiates Thus the use of high doses of

LAAM islikdy to atenuaeillicit drug use during treetment while 25mg doses will not.

In a much larger sudy (N=180), Eissenberget d (1997) compared the effectiveness of 3
LAAM dosng regimes (Monday/Wedneday/Friday: 25/25/35mg; 50/50/70mg;
100/100/240mg) in a randomised double-blind sudy. LAAM reduced illicit opiate use and
a ggnificant association was found between dose levd and both sdf-reported opiate use
and urinalyss opiae levels during the 17-week study period. Dose leve did not affect
program retention. They concluded that LAAM trestment substantialy reduces illicit opiate
use and that the effectiveness of LAAM is pogtively rdated to dose. Thus subjects can be
maintained satisfactorily on LAAM, but higher doses are needed to provide a sufficient
blockade to prevent illiat drug use

Rawson et d (1998) surveyed al trestment agencies approved for use of LAAM snce its
implementation in 1993. They found a disgppointingly dow uptake of the new
pharmacothergpy, espedidly in light of the extensve research and development that
occurred prior to its gpprova as an dternative to methadone and ndtrexone for trestment of
heroin addiction. The research literature on LAAM suggedts thet it is safe and effective and
that adequate dosing levels and flexible dosing policies are related to better outcomes.
However, it gopears that of grester rlevance to effective implementation is the atitude of
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daff and management to the introduction of the new trestment agent. Services are
consarvative and dow to accept an dternative to a successful agent such as methadone. The
authors suggest the experience with the introduction of LAAM should serve as a lesson for
the future when other effective trestments may be approved. As with the introduction of any
new technology new trestments should be introduced in a way thet takes account of the
needs of dl dakeholders in the process and an implementation drategy should be
developed in advance of implementation. Smilar problems to do with atitudes of dinidans
management and consumers were noted in the summary of treetments in the adcohal fied
(see Section 2.5.2 above).

SUMMARY POINTS
1. LAAM isan efective dternative to methadone for opioid maintenance trestmernt.

2. Thelonger hdf-life of LAAM yidds advantages of less frequent dinic vists which have both
socid and cost benefits. It has the disadvantage of increased risk of toxicity.

3. Higher doses of LAAM effectively block opiate receptors and lead to reduced illicit opiate
use, whilst lower doses are ingffective in this regard.

4. As with new treatments for adcohol dependence, greater enthusasm and bdief in its
trestment effectiveness need to be encouraged through improved communication of relevant
evidence on LAAM to consumers and other stakeholders.

3.4.3. Buprenorphine

Buprenorphine is a partia opioid agonigt with very srong andgesic effects which is currently
undergoing clinicd trids as a pharmacotherapy for opioid dependence. It shows an inverted U
shaped dose-response curve where opioid response increases with dose to a plateau, after
which antagonigtic action comes into play and decreasing opioid effects can be observed. It has
poor bicavailahility ordly but is wel absorbed sublingudly and is potent when injected. It thus
has potentid for diverson which has prompted reseerch on a combined buprenorphine-
naloxone preparation which would have increased antagonidtic properties (and thus reduce
diverson potentid) but remain an effective replacement thergpy. Although it has a rdativdy
short hdf-life, it binds very tightly to receptors causng dow opioid release and a prolonged
duration of action, dlowing for the posshility of dternate day dosing.

Most of the research on buprenorphine to dete has been carried out in the US, Mattick et d
(19983) summarised the rdevant research which generdly compared the effectiveness of
buprenorphine to that of methadone. They condluded that:
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buprenorphine gppears a least as effective as methadone as a maintenance thergpy by
reducing craving and illicit opioid use and by retaining patients in trestmert;

buprenorphine appears safer in overdose - overdose has not been observed in doses many
times the thergpeutic dose It has been found to induce mild respiratory depression
compared with pure opioid agonists, which suggests its use could sgnificantly impect on
opioid deaths of patients in treatment. It has been found to be very wdl tolerated in non
dependent humans. Furthermore, its poor ora absorption reduces the risk of overdose
where accidentally swallowed;

due to its mixed agonig-antagonigt action, withdrawa from buprenorphine has been found
to be less severe than from pure opioid agonigts. Thus, withdrawa from buprenorphine
maintenance thergpy should prove easier than from methadone maintenance;

the issue of compliance or patient acceptance needs to be further sudied, especialy outsde
the US where opioid replacement therapies are more readily avalable and thus may
compete more efectivey with buprenorphine to atract patients because they have no
antagonigtic properties. Uehlinger & d (1998), discussed below) found that they haed
difficulty atracting subjects to their sudy in large Swiss dties where there were more
trestment options available; and

issues of dosing and dose-equivaence to methadone need to be darified. In particular the
research reviewed tended to use fixed and low doses, which may be sub-optimd for
effective treetment. More recent sudies discussed below have not directly addressed the
use of individudised compared with fixed dosng.

Johnson (1997) has recently reviewed results of US-based dinicd trials of buprenorphine and

concluded that:

- buprenorphine over a range of doses is more efficacious than placebo and equivadent to
methadone a doses between 20 and 60mg;
the dose-response effect may not be as pronounced as methadone with some evidence of
celling effects around doses of 12-16mg due to its partid agonist profile. However, some
patients may benefit from higher doses, and
that the trestment plan first proposed by Ling & d (1996) is adopted which begins with
rapid induction from heroin onto buprenorphine before further decisons are made regarding
continued trestment (see discussion below).

Recent Resear ch
(i) Effectiveness

Stran e d (1996) compared outcomes for those who completed a 16-week mantenance
phase of a double-blind trid comparing buprenorphine (N=43) with methadone (N=43). A
flexible-dosing gpproach was adopted and the mean maintenance dose of buprenorphine
was 9.0mg/day and for methadone was 54mg/day. A previous report on this sudy hed
found no differences in retention for @ther group usng an intention+to-treat modd. The
effects on secondary outcome measures such as sdf-reportsonillicit drug use, adequecy of
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dosing and withdrawa symptoms and drug-relaed behaviours for those retained were of
primary intere in this report. They found that there were few differences between the two
tresiments on these outcome messures. Both groups showed large and sustained
improvements in dl areas of psychosodid functioning as well as decreased illicit opioid and
cocaine use. The buprenorphine group showed a trend towards decreasing illicit opioid use
over time, while the methadone group stabilised after about 4 weeks of trestment.

Ling and co-workers (1998) randomly assigned 736 opioid addicts to four fixed doses of
buprenorphine (1mg, 4mg, 8mg and 16 mg) for a 16-week treatment period. There were
no basdine differences between the groups on demographics and socioeconomic varigbles
and 375 (51%) subjects completed trestment. The main comparison of interet was
between 1 and 8 mg for this study and sscondary comparisons included the 4 and 16-ng
groups. This diginction was made for datigica reasons to make it possble to obtain
significant results given the resraints of the sample sze and number of comparisons to be
caried out. They found outcomes for the 8 mg group were sgnificantly better than for the
1mg group for dl outcome mesasures used: retention in trestment, opioids in uring, sdf-
reported opioid craving and globd ratings by both patients and Saff.

Because of its high sfety profile, they proposed a sequentia pharmacologicd trestment
drategy beginning with rapid induction onto effective doses of buprenorphine. As Johnson
(Johnson, 1997) pointed out, it is preferable that patients are inducted directly from heroin
use as this is less problemdic than trandferring from high dose methadone maintenance.
Patients who respond well could then choose to be mantained on this medicaion or
procead to detoxification and abgtinence with or without the help of ndtrexone. Those
patients who do not respond well to buprenorphine can be readily tranderred to
maintenance on afull agonis, LAAM or methedone.

This suggestion is echoed by Uehlinger et d (1998) in the condusion to ther recent sudy
which compared the safety and efficacy of buprenorphine (N=27) and methadone (N=31)
in a randomised, double-blind study usng 58 Swiss patients. Doses of 4, 8, 12 or
16mg/day of buprenorphine were compared with 30, 60, 80 or 120mg/day of methadone.
All paients darted on the lowest dose of the drug they were assgned and then could
choose to increase the dosage following days 3, 7 and 14. They were then maintained on
their day 21 dose to the end of week 6 (day 42). Outcome measures were presence of
opioidsin urine, retention, craving and withdrawa symptoms.

Prdiminary results from this study found that Sgnificantly more patients in the buprenorphine
than in the methadone group dropped out of the study during the induction phase (days 1 to
21), but were equdly wel retained in the mantenance phase. Overdl 55% of the
buprenorphine group and 90% of the methadone group were retained to day 42. The
typica dose of buprenorphine during maintenance was 12mg/day whilst for methedone it
ranged equdly across 30, 60 and 80mg/day. There were no differences between the two
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groupsin urinayss results dthough there was a trend for buprenorphine subjects to produce
fewer cocaine-podtive samples.

The authors suggested that better results for buprenorphine may have been obtained if it had
been induced more rgpidly and with higher doses and other research supports this (Ling et
a., 1998). They dso described findings from a buprenorphine subdtitution program which

has been running in the city of Fribourg for two years and concluded that buprenorphineisa
suitable maintenance treetment which should be one of severd agents available in a heroin
ubdtitution program. They referred to the value of a scheme such as that suggested by Ling
et d where patients are vigoroudy inducted onto buprenorphine and then channdled to
other thergpies, as appropriate, to improve outcomes. Studies which have shown that

buprenorphine and pure agonists are cross-tolerant (Law et a., 1997) support the feeghility
of such schemes.

(i) Buprenorphine-Naloxone Combination

Buprenorphine tablets can be crushed and injected with postive opioid effects so thet it has
potentia for abuse. Naloxone has a low hicavailability sublingualy and is being tridled as a
combination tablet with buprenorphine where it will lave minima effect sublingually but its
antagonigtic properties should discourage diverson to parentera adminigration.
Fudda et d (1998) recently completed a smdl study using 10 morphine-stabilized subjects
to ass=ss the effects of various combinations of naoxone and buprenorphine compared with
placebo. They conduded that a 1:4 ratio of naoxone to buprenorphine would be expected
to produce a sufficient antagonigtic effect to discourage diverson.

(iii). Treatment Setting

Some gudies have been completed recently which investigated the feasihility of adminigering
buprenorphine in primary care sattings rather than in specidised dinics.

O Connor e d (1998) compared urindyss and retention outcomes for 46 pdtients
randomly assgned to thrice-weekly buprenorphine maintenance in a primary care setting or
to a methedone dinic setting (23 in each). They found higher rates of retention in primary
care sttings (78%) compared with methadone dinic setting (52%0). The mean rates of
opioid-pogtive urine samples were ggnificantly lower in the primary care setting, where
there was a decrease over time, while rates for subjectsin the clinic setting tended to remain
steady over time. They conduded that thrice-weekly doses adminigered in a primary care
setting, under the supervison of properly trained physicians, provide an effective dternative
to trestment in adinic sting.

A further sudy, comparing the effectiveness of pimary care with dinic (addiction centre)
settings has been reported from France, where buprenorphine is administered in both
sttings (Vignau & Brundle, 1998). The researchers followed up two cohorts of patients for
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180 days, 32 who had enrolled with generd practitioners and 37 treeted in addiction
centres. They found little difference in effectiveness between the two settings, despite the
basdline difference that there were more severely dependent patients in the addiction centre
group. Retention in both groups was 65% and dgnificant improvements on psychosocid
and hedth varigbles were found for those who remaned in treetment. The generd
practitioners in this sudy used a dricter regimen than that used in the addiction centres,
which may account for the digoarity with findings in the O’ Connor et d study above.
However, as the authors concluded, the study does demondrate thet patients with different
sodd and hedth profiles can be effectively mantained on buprenorphine in the therapeutic
Settings that were avallable

(iv). Effective Dose Levels

Schottenfeld et d (1997) compared dose levels of methadone (65mg and 20mg/day) and
buprenorphine (12mg or 4mg/day) in a randomised double-blind study using 116 subjects.
They found that higher daily maintenance doses of both methadone and buprenorphine were
ggnificantly better than the lower doses for reducing illicit opioid use, but no differences
were found for retention. They used daily dinic vists only.

Compton et d (1996b) followed up 100 consecutively admitted petients to a buprenorphine
maintenance program. They were randomly assgned to 4mg/day to 32mg/day doses and
assessed at the end of 16 weeks when they were given a composite score for thergpeutic
reponse, which induded urindyss, withdrawva symptoms and toxicity symptoms. They

found that 34 patients met their response criteria @ an average daily dose of 14.6 £6.5mg
which is higher than levels used in recent efficacy Sudies.

At the condusion of their sudy which compared trestment settings, O’ Connor et a (1998)
reviewed the literature on dose levds of buprenorphine and concluded thet lower doses (4-
8mg/day) are less effective in generd then “sandard” doses of methadone or higher doses
of buprenorphine (12- 16mg/day). Their sudy found that thrice- weekly dosng was feesble
and they suggested it may be even more effective if higher doses (averaging 16mg/day)
were used.

Ling et d (1998) aso found that there was a trend towards a linear rdaionship between
dosage and outcomes in the dose range used, dthough differences between the 8mg and
16mg group tended to not be Setidticaly sgnificant. In their discusson, Ling e d reviewed
the research comparing methadone and buprenorphine dose and suggested there was a
growing consensus thet 8mg of buprenorphine is equivaent to a“relatively modest” dose of
methadone. They concluded that there appear few barriers to usng doses up to 32mg and
buprenorphine may prove a useful thergpeutic choice for particular patients,

(V) Buprenorphine and cocaine abuse
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Schottenfdld et d (1993) looked at the dose-effect of buprenorphine on both cocaine and
illicit opioid use. They mantained 30 cocane-abusng opiae addicts on a regimen of
ascending, then tapering doses of 4, 8, 12 and 16mg/day buprenorphine over a 21-day
period. At the same time they measured levels of illicit opioid and cocaine use. Only 15
completed the study, which is an acceptable outcome for polydrug users. They found a
highly sgnificant (negetive) rationship between buprenorphine dose and illicit opioid use,
and asmilar, though not as strong, Sgnificant effect with cocaine use

Uehlinger et d (1998) reported fewer cocaine podtive samples for the group trested on
buprenorphine compared with their methadone-treated group dthough differences were not
sonificant.

Strain, et d (1996) compared the effectiveness of buprenorphine with methadone and found
no dgnificant variation from basdine raes of cocaine use by urindyss for the two groups
throughout the 16 weeks of their sudy. However, sdf-reported cocaine use, which they
argued is a more sengtive measure, declined sgnificantly over time for both trestment

groups.

In their research on dosng levels described above, Schottenfeld et d (1997) found thet
buprenorphine was no more effective than methadone in reducing cocaine use as measured
by urindyds. As the authors discussed, cocaine chdlenge studies have tended to find thet
mai ntenance on opiates does not atenuate the subjective effects of cocaine and it has been
suggested that higher doses of methadone may augment cocaine effects. However, this
sudy did not find that higher doses of methadone were related to higher rates of cocaine
use It did find that patients maintained on 4mg of buprenorphine increesed their usage of
cocane over timein treetment, whilst those in the other three trestment groups did nat.
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SUMMARY POINTS

1. Buprenorphine is a partid opioid agonist that has shown consderable potentid for tregting
heroin dependence. It has the advantages of being safer in overdose than pure opiaes,
amendhility to thrice-weekly dosng and reduced withdrawa symptoms on cessdtion. It
warrants indusion as an dternative maintenance pharmacotherapy for patients presenting for
treatment for opioid dependence.

2. Research has shown buprenorphine to be as effective as methadone in retaining paients in
trestment and reducing illegd opioid use It may dso prove more effective in asssting
patients to become abgtinent because of its cross-tolerance to pure opioids and less savere
withdrawd symptoms

3. At least three groups of researchers have proposed that a sequentid pharmacologica
trestment Strategy, which commences with rgpid induction directly onto buprenorphine from
heroin may prove mog effective in ascertaining the best trestment program for patients
presenting for trestment for their opiold dependence.

4. The use of a buprenorphine-naaxone mix may help improve patient compliance in dlowing
take-home doses without incressing the risk of diverson.

5. Sudies which have compared addiction dinic settings with primary care sdttings have
indicated that both are amenable to buprenorphine maintenance programs and a suitable mix
in the avalability of both settings is likely to cater best for the range of dients who present
for treatment.

6. Much recent research has tended to use quite low doses of buprenorphine, given its safety
profile and its advantages both dinicaly and pharmacologicdly. Many sudies have been
initiated on the premise that 8mg is an effective mean dose but it gopearsthat it isin effect a
low to average effective dose Individudised dosng may prove mog effective in ensuring
best trestment response and doses up to 32mg may be well tolerated and lead to optimd
outcomes for someindividuds.

7. There has been some suggestion from research that buprenorphine maintenance may leed to
reduced usage of cocaine. The issue of the rdaive accuracy and vdidity of sdf-report drug
use and urindyds requires further investigation.
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3.4.4. Naltrexone

Ndtrexone is a long-acting opioid antagonis which blocks the subjective and physica
responses to opiates. It can be administered ona daily basis a around 50mg/day or in 100 to
150mg doses two or three times aweek. It has good biocavailahility when taken ordly and even
large doses of opiaes are blocked by this medication. If taken following opiate use it will induce
withdrawd. It has been shown to be safe and well tolerated as a trestment with few Sde effects,
dthough in high doses it is assodiated with arise in transaminases and it may induce depressed
mood for some months &fter the lagt opiate use (Foy, Sadler, & Taylor, 1998). Post-trestment
effects on morbidity and mortity are just beginning to be investigated.

In a review caried out on the use of ndtrexone, Farren (1997) indicated that ndtrexone has
severd potential advantages which are listed as follows:
It has the advantage of being non-addictive and thus suitable for usein avariety of setings.
It can be adminigtered on a less-than-daily-bass which may improve patient compliance as
well as ddivering cost benefits for both patient and the provider.
Once a patient is sabilisad on natrexone, the chances of long-term opiate abstinence may
be increased as, unlike with methadone, there is no protracted withdrawa from natrexone,
Patients are less likely to continue on intravenous illicit drug use because such additiond
drug taking is not reinforcing, which is not the case with methadone.
A further advantage of ndtrexone is that it provides a chemica blockade to opiate injection
which permits the decay of associaions between drug effects and environmenta cues. Thus
contact with that environment will gradualy cease to simulate an urge to rlgose.

Despite its advantages, natrexone has not been well accepted by patients as evidenced by the
very high drop out rates from dlinicd trids assesang its effectiveness (Farren, 1997; Mattick &
Hall, 1993). However, it has been found to be successful with those patients who are highly
motivated to cease ther opiate use such as hedth professonds, busnessmen and legd
detainees. However, as Farren quoted, it is possble that highly motivated and co-operdive
patientswill do wel in any kind of rehabilitative program.

Recent research
(i) General Effectiveness

Foy et d (1998) reported an open trid of natrexone which was carried out as a pilot for a
planned randomised controlled study on natrexone treatment for opiate dependence. The
am of this pilot was to determine the applicability of naltrexone trestment in an Audrdian
seting and to ascertain sample Sze in order to detect an effect, as well as to identify any
confounders which may arise. The pilot attracted 44 suitable patients, 3 of whom dropped
out early, goparently due to Sde effects of the ndtrexone. Pdients were detoxified using
clonidine over 5to 10 days and sarted on natrexone 2 days before clonidine was stopped.
They were prescribed 50mg/day ndtrexone which was presumably taken unsupervised and
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were not discharged from the study if they had pogtive opiate urindysis results. They were
seen weekly for the firsd 6 months and monthly for ancther 6 months. They were given
supportive counsdling throughout.

The study found thet patients tolerate the ndtrexone well and tend to be free of Sde effects
dfter the fird 3 days. Overdl 10 of the origind 44 sample were abstinent a 12 months
(22%); 8 of whom had been abgtinent from the beginning of the pharmacotherapy. They

a0 found that being employed a the time of study entry and impending legal chargeswere
associated with better outcomes, dthough the latter result may not be sgnificant usng
Bonferroni adjustments for number of datidtical tests carried out on the sample. They found
no significant effects for inpatient versus outpatient detoxi fication and for having undergone a
resdentid rehabilitation program. Numbers were low in this pilot and the completion of the
randomised controlled trid using appropriate numbers will be of consderable dinicd and

research interest. It should be noted that most completers ceased using ndtrexone before
the intended 6 months as they congdered it unhe pful/unnecessary for that length of time.

D’lppaliti et d (1998) have recently reported the results of a prospective observationd

study which compared the effectiveness of methedone with ndtrexone and drug-free
trestments in a sample of 1503 heroin users attending public trestment centres in Itay. All

those attending these centres in the first 6 months of 1995 were followed up until the end of
1995. There were 721 patients who entered methadone maintenance, 216 in ndtrexone and
566 in drug-free treetment programs in thet time. Data on sociodemographic characteridtics,
patterns of drug use, type of treatment and methadone dose are routingy kept, so that the
method involved accessng this information. There were no fixed guiddines for admisson to
the different programs but the tendency was that: methadone (individuaised dose) was
offered to patients with a higory of heavy drug use and/or hedth crises ndtrexone
(50mg/day) was offered to those who were more highly motivated; and a drug-free
program was generdly available which involved outpatient counsdling groups and behaviour

therapy.

The outcome variable for this sudy was retention in trestment. Probably the mogt
compelling outcomes from this study relate to methadone maintenance, where it was found
that higher dose meant longer retention in trestment, which fits with condusions drawn in
34.1 above. They found that the retertion rate for natrexone (18%) was no different from
the drug-free group (15%) but these were ggnificantly less than for the methadone group
(40%). Unfortunately the study does not make it clear whether dropout from ndtrexone
reflected success or falure in preventing relapse. As the study above (Foy et d., 1998)
uggests, long-term maintenance on natrexone is not necessary, and non-relgpaing patients
may find that more than 6 months trestment is excessve.

(if) Sudies on highly-motivated subjects
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Roth et d (1997) report a sudy which followed a group of opiate abusng hedth
professonds (N=20) who had been referred for ndtrexone treetment over a5-year period.
Treatment aso involved weekly atendance a psychotherapy group. They were trested with
natrexone for an average of 8 months and were required to continue with psychotherapy
until an agreed gradudion time. Mean program duration was 1.9 years, and long-term
abgtinence rate was 94% (17/18) for those referred to the program. Two other salf-referred
patients left the program aoruptly, but had much longer duraion of addiction, and were
omitted from the abstinence satistics. Twelve out of the 20 had aso returned to work. The
results were clearly very good for this group of highly motivated hedth professonds and the
authors emphasised the importance of the group thergpy sessons and the condant
monitoring of patients that the program involved. Hence it is dear that ndtrexone
accompanied by appropriate psychosocid interventions can be mogt effective for opiate-
abusng hedth professonds.

Ancther recent sudy which attempted to demondrate the efficacy of natrexone trestment
with specidised populations was reported by Cornishet d (1997). Fifty-one paroleesfrom
the US prison sysem voluntarily participated in a randomised controlled trid assessing the
effectiveness of ndtrexone as a trestment for their opiate addiction. The control group
subjects (N=17) were required to attend three orientation and drug counselling sessons per
week for the firgt two weeks of the sudy and then saw their parole officer twice weekly for
the remaning 22 weeks of the sudy. The trestment group was administered naltrexoneina
dose of 25mg/day for the first 2 days, then 50mg/day for 3 days then sabilized onto
100mg on Tuesdays and 150mg on Fridays All ndtrexone adminigration was dosdy
upervised.

Outcome measures were weeks retained in the sudy, opiate and other drug use and
revocation of probationary satus. They found a trend to lower retention in the control

group (mean weeks retained = 14.2) than the naltrexone group (mean weeks retained =
16.6). The percent pogtive urindyss for the natrexone group was 8% while for the
contrals it was 30% which is dgnificant a the 5% levd. There were no sgnificant
differences for the other drug groups compared (cocaine, anphetamine, benzodiazepine,
marijuanaand acohal). There was aso asgnificantly greater proportion of parole violators
in the control group with 56% being reincarcerated, whilst for the trestment group, this
figure was 26%. Unfortunately there is no mention of Bonferroni corrections for the
number of datidica tests carried out, and, athough the authors highlight the good retention
outcome compared with ndtrexone patients in other studies with less legd pressure to
cooperate, the lack of difference from the control throws assumptions of the effectiveness
of ndtrexone in doubt. The particular conditions of the study, for example, the increased
parole officer attention may have led to better outcomes for the whole sudy sample.

Rabinowitz et d (1997) have recently reported results of a sudy which followed up a group
of paients who underwent ndtrexone treatment following ultra-rgpid detoxification in a
specidisad dinic. The authors reviewed the literature on natrexone and noted the tendency
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for ndtrexone to be effective for highly motivated groups such as hedth care workers and
legal detainees, but commented that Studies that compared ndtrexone to placebo tend to
find no difference in rdgpse rates. Their Sudy was a retrospective investigaion of
natrexone compliance over 9 months of podt- detoxification trestment. Petients received 25-
50mg/day unsupervisad ndtrexone as well as 15 intensve counsdling sessons during the
sudy period. This included psycho-education on the use and role of ndtrexone as wel as
relgpse prevention and assstance with job seerch and family gabilistion. Petients pad
$4500 for the detoxification and treatment package.

A random sample of 120 graduates from this program was sdected and ultimately 83
comprised the ussble sample. Interviews were conducted by teleptone and included
questions about opiate and other drug use, compliance with ndtrexone treetment and
atendance a counsdling. A dgnificant other was dso interviewed independently. Some of
this information would be expected to be available a time of trestment and may have been
more accurate if obtained a that time. However there was high agreement between
paients and sgnificant others regarding use of opiates and time on ndtrexone. They found
that 57% (47/83) of respondents did not relgpse to opiate use and survivd andyds
showed a sgnificant difference between rdgpsars and non-rel gpsers in ndtrexone use over
the 9 months of the sudy. The mgor loss to rdgose occurred in the firg two months of
trestment after which differences between the two groups sabilised. The high mativationd
datus of the sample would account for the good retention rates for this sudy and the
correaion between compliance on ndtrexone maintenance and abgtinence from opiates
reflects the ability of ndtrexone to block opiate use. However, it is yet to be demongtrated
that the thergpy without specid motivation can be of any lagting vaue in combating heroin
abuse.

(iii) Effect of adding anti-depressants to naltrexone therapy

Because of the dysphoria associated with natrexone use, research has been carried out on the
effects of adding antidepressants to the treatment for opiate dependence. Research outcomes
using the selective seratonin reuptake inhibitor, fluoxetine, have been equivocal.

Researchers in Spain (Landabaso et d., 1998) found sgnificant improvements in retention
rates for a group randomly alocated to receive 20mg/day fluoxetine compared with a
contral (naltrexone only) group. Both groups aso recaived individud and family counsdli ng.
They found thet the use of fluoxetine sgnificantly improved retention rates with a retention of
53% compared with 32% for controls & 12 months. This study did not use a placebo, but
the authors argued that the differences observed were sufficiently large to not be explained
soldy by a placebo effect. Because earlier research has been equivocd, it is necessary for
more research, in other settings, to further assess the usefulness of fluoxetine as an adjunct
to naltrexone treatment.

(iv) The safety of naltrexone post-treatment
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While methadone has been shown to lead to a four-fold dedine in mortaity and morbidity,
natrexone has not been found to be associated with a decrease in these figures (Miotto,
McCann, Rawson, Frosch, & e d., 1997). There is a concern that patients treasted with
natrexone may be more likely to overdose when they return to high doses of heroin to which
they are no longer tolerant. Associated depresson may aso impact on suicide rates.

These concerns were reflected in a paper by Miotto et d which looked at the high desth
rate from one particular sudy in the US comparing adjunctive psychosocid trestments
for asample of natrexone-treasted opioid addicts. Four of the 81 subjects (4.9%) died
by overdose during the 12 months of the study - three by accidenta and one by

deliberate overdose. A further 9 subjects overdosed but survived during the period of
the study. Of these, 4 were suicide attempts. As pointed out by the authors, these
figures are comparable to rates found amongst untreeted heroin addicts. There was no
asociation of overdose with treatment condition and those who overdosad tended to
have been on ndtrexone for a short period and there tended to be along time gap since
lagt taking natrexone. Although no causation can be assumed, the authors bdieved it
was important to note these high mortaity and morbidity rates for the samples sudied.
Furthermore, there is little data on such rates for patients being trested with naltrexone.
Congdering the long gaps between last dose of ndtrexone and overdose, it would

gopear that those discharged from ndtrexone programs should aso be followed up to
ascertain morbidity figures following discharge.
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SUMMARY POINTS

1. Ndtrexone is an opioid antagonist that effectively blocks opiate receptors so that opiates
are unable to have their usud andgesic and euphoric effects

2. Nadltrexone mantenance programs tend to have high dropout rates compared with opiate
maintenance programs, but naltrexone has been found to be particularly effective for those
patients who are highly motivated to cease their opiate abuse. These include hedth care
workers and those who pay large amounts of money for their treetment. Legdly mandated
ndtrexone trestment may aso be effective, but the evidence is equivocd. It has not been
established whether these sub-samples are responding specificaly to ndtrexone or whether
they would do wel with any plausible intervention.

3. Comparisons of ndtrexone with methadone need to be clear about achievable outcomes, as
expected outcomes for these groups may turn out to be different. Wheress retention in
trestment is a primary god of methadone maintenance, it gopears that an abgtinence god
after rdaively brief (Iessthan 6 months) trestment with naltrexone may be gopropriate. lllicit
opioid use a any paticular time pog trestment initiation may be a more gppropriate
COmMpParison measure.

4. Good long-term follow~up studies of those who become abgtinent following ndtrexone
treatment have not been completed to date. It is most important that post-treatment
mortdity and morbidity is closdly monitored for patients who have undertaken naltrexone
trestment. More research is needed on this matter.

5. The evidence regarding adding antidepressants to naltrexone trestment remains equivoca.

3.4.4. Prexcribed Heroin

There remains an entrenched group of heroin users for whom ora medication gppears unhe pful,
it has been proposed that prescribed injectable heroin may assist these patients to improve their
hedth and generd quidity of life by encouraging a movement away from the illiat drug-taking
community and towards a more maingtream existence. It has been suggested that provision of
heroin in this way would dso impact on crimind activity and associated cods to society.
However, it has dso been argued that heroin maintenance is difficult to manage because of the
need for frequent clinic attendance, which is codtly for patients and service providers and dso
causes congregetion a dinic gtes. The dterndive of providing take-home doses is consdered
likely to lead to diverson or ingppropriate self-adminigration. Another algument againg heroin
maintenance is that continued injection leads to gregter risk of vira infection. Opponents aso
point to earlier sudies which found difficultiesin gabiligng patients on short-acting opioids
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Mattick et d (1998a) reviewed the limited literature regarding provison of prescribed heron
and commented that the lack of empiricd data gppears to be obscured by the ideologica

debate going on around provison of such a thergpy. As this review pointed out, and despite
predictions to the contrary, evidence suggedts thet it is possible to gabiliseilliat heroin usarson
prescribed heroin. However, the single randomised controlled trid which compared injectable
heroin maintenance with methadone maintenance (Hartnoll et d., 1980) found mixed reaults, in
that dthough retained a a higher rate in trestment, the heroin-prescribed group did not differ
ggnificantly from the methadone-maintained group on physcd hedth, employment or crimind
activities a 12 months, and these variables did not improve sgnificantly over this period for
ether group. Furthermore, the heroin-maintained group continued to inject illicit heroin regularly
to supplement ther prescription. However, overdl illicit opiate use decreased sgnificantly for
both treetment groups - reducing from a whole group average of 74mg/day a basdine to
21mg/day for the heroin group and 37mg/day for the methadone group in the 12" month.

Although some patients may prefer treetment with prescribed heroin, reseerchers in the area
warn tha there is a risk that prescribing merdy encourages the continuation of high-risk
behaviour in the name of harm minimisation. The am of eventudly trandferring al patients onto
ordly-prescribed medications appears illusory. A further issue rdated to the prescription of
injectable herain is thet its avallability may make it more difficult to atract patients seeking
treetment for the firg time into demongirably effective ord opiate maintenance programs.

It is important in a humane socity that individuaised trestment programs are developed for
those with heroin addiction. Much of the hyperbole surrounding heroin maintenance may then be
amdiorated once this research has been done. As Maitick et d (1998a) concluded, thereis a
paucity of good research in the area, S0 that the efficacy of this thergpy has not been properly
evaduated. They point to the research being carried out in Europe at the time of ther review,
with the expectation that this may add sgnificant objective information to darify the issue (see
below).

Recent Research

The trid in Switzerland of an experimentd heroin maintenance program was reported in July
1998 (Perneger, Giner, Rio, & Mino, 1998). Pdtients were randomisad to immediate placement
on heroin maintenance (experimenta group, N=27) or to a 6-month waiting period during which
time they recaived conventiond trestment, usudly methadone maintenance (control group,

N=24). Following the 6 months wait, the control group was offered the heroin maintenarce
program. The subjects were socidly distressed and/or in poor hedth and had made at least 2
prior atempts & methadone maintenance. Apat from receiving prescribed heroin, the
experimenta group was aso provided with enhanced hedth and psychosocid sarvices, which
were not generdly provided to control subjects.
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This sudy found that subjects were able to be sabilised on heroin and there were no medica
problems associated with drug injection. The heroin mantained group used Sgnificantly less
street heroin and diazepines than the control group a 6 months follow-up. There was a
sgnificant dedine in overdoses in the experimenta group while only a smdl improvement was
found for the control group, but low numbers meant thet differences between the two groups
were not a sgnificant levels. There were generdly greater improvements in hedth gatus for the
experimenta group as wdl as decreasad involvement in crime.

The sudy has been criticised for inequities in the andillary services provided to the two groups.
It may wel be that improvements in the experimental group could be ascribed to the greater
atention and care that group received. This may dso account for the discrepancies found
between the outcomes for this sudy and the one previous randomised study comparing heroin
and methadone maintenance (Hartnoll et d., 1980), reviewed by Mattick et d (see above). The
authors acknowledged this limitation of the Sudy and have not damed definitive outcomes.
Ther sudy does not specificdly rdae to use of heroin maintenance as a firg-line trestment for
heroin addiction. Instead they suggested that heroin maintenance is feasible and may be the mogt
appropriate trestment for those individuals for whom other trestments have repeatedly failed.
They recommended that further research is undertaken with larger samples, in which trestment
andllary sarvices are controlled.

SUMMARY POINT

The isue of provison of prescribed heroin for those individuds for whom conventiona
treatments have repeatedly faled should be subjected to further investigation. The area has not
been adequatdly researched and definitive conclusons cannot be drawn regarding the efficacy
of this particular therapy.

3.4.5. Drug-Free Treatment

There is no research evidence on the effectiveness of sdf-help approaches such as that
provided by Narcotics Anonymous (NA). There have been no randomised controlled trids of
thergpeutic communities or outpatient drug-counsdling services. Mogt of the evidence for
effectiveness of such programs comes from obsarvationd studies such as DATOS (Hubbard,
Craddock, Hynn, Anderson, & Etheridge, 1997), NTORS (Gossop et d., 1997) and
CALDATA (Geagen et d., 1994). In genead, thergpeutic communities and drug counsdling
are more demanding of drug users, and hence are less successful than methadone maintenance
in aitracting and retaining dependent heroin users in trestment. Observational Sudies havefound
that they do nonethdess subgantialy reduce heroin use and crime in the minority of entrants
who remain in trestment for long enough to bendfit (at least three months). There is some
evidence that thergpeutic communities may be more effective if they are used in combination
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with legd coercion or during imprisonment to ensure that heroin users are retained in trestment
long enough to benefit from it (Hubbard et d., 1997).

SUMMARY POINT

No randomised controlled trids have been conducted to ascertain the effectiveness of Narcotics
Anonymous, thergpeutic communities and outpatient drug counselling. Obsarvational dudies
have found that reduced heroin usage can result for those who remain within non-drug trestment
programs.
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4.0 CANNABIS
4.1 GENERAL INTRODUCTION

Description and Neurobiology

The term cannabis refers to the psychoactive substances obtained from the plant Cannabis
Siva. In fact the plant contains over 60 cannabinoids, but the most potent active ingredient is
Deta-9-tetrahydrocannabinol, or THC (World Hedlth Organization, 1997). The THC content
of cannabis plantsis variable and depends on the variety of the plant and growing conditions.
Marijuana, the weekest of the cannabis preparaions, isadried preparation of the leaves and
gem of the plant and is usudly ingested by smoking, in hand-rolled cigarettes (joints, sometimes
mixed with tobacco) or specidly designed pipes (bongs). Hashish isaresin prepared from the
flowering tops of the plant, while hashish il is a concentrate of cannabinoids extracted by
solvent from the plant. These dso tend to be mixed with tobacco and smoked. An dternative
form of ingegtion is through eating which has amuch dower onset of acute effects

Cannabinoid receptors have been located in large numbers and differentidly didributed in
vaious regions of the brain, in a pattern common across avariety of mammaian gpecies They
are concentrated in the basdl ganglia, cerebelum, cerebrd cortex and hippocampuswhich
gppearsto roughly account for the short-term and chronic effects of cannabisuse. An
endogenous cannabinoid ligand has dso been identified (anandamide) but so far no primary
function has been identified for acannabinoid neurochemica sysem and it may be that its
function isneuromodulatory (World Health Organization, 1997). Simulation of the THC
receptors sarts a series of cdlular reactions leading to the experience of the high thet is
asociated with cannabis use (Nationa Ingtitute on Drug Abuse, 1999b).

Effects and Risks

The acute or short-term effects of cannabisindude amild euphoriawith increased sodiahility, as
well asfedings of heightened sensory perception and increased gppetite. Thisisfollowed by a
sense of relaxation and drowsiness. There are dso associated impairments in motor skills and
reaction time, memory retention and retrieva and the loss of time sense. Anxiety, tenson and
confuson are aso frequently reported. Higher doses have been reported to cause perceptud

changes, depersondization and panic.

Long-term chronic use can lead to tolerance and dependence, lung damage and changesin
respiraory function aswdl astriggering firgt onset psychogsin vulnerable individuads. Cannabis
use dso increases heart rate and there is a potentia danger of using it in combination with
cocane asit increases the cardiovascular effects of ether drug done (Nationd Ingtitute on Drug
Abuse, 1999b). Concerns have been raised thet there is an increased risk of motor and other
accidents when a person is affected by marijuanaasit impairs psychomotor performance.
However, evidence based on actud road satigticsis equivoca possibly dueto theincreased
awareness of intoxication which is not found with, for example, alcohol users (Hall & Solowij,
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1998). Hal and Solowij (1998) adso report thet chronic use may leed to subtle imparmentsin
atention and memory which may not be reversble on cessation of use. Thereisdso some
evidence that smoking cannabis increases the risks of cancers of the mouth, pharynx and
oesophagus. Exposure to cannabisin utero may induce lower birth weight in the new-born as
well as childhood cancer, but further evidenceisrequired to dlarify theserisks

Epidemiology

Cannabisisthe most commonly usad illiait drug in Audtraiawith 39% of adults having used it &
sometimein thair lives and 18% used in the padt year (Hall & McKetin, 1999). This compares
with 65% and 26% respectively for tobacco usage and 90% and 81% for acohol. Datafrom
the U.S. indicates that athough cannabis use amonggt adolescentsis lower now (with 49.6% of
12" graders having ever used) than in 1979 (60.4%), it has been increasing steadily for this
group since 1992 (32.6%0) (Nationd Indtitute on Drug Abuse, 1999b). Thistrend isaso
occurring in Audraiawhere 55.4% of 17 year-olds had ever used cannabisin 1996 compared
with 32.6% in 1989 (Lynskey & Hal, 1998).

4.2. SPECIFIC INTERVENTIONS

Research on trestments for marijuana is scarce, due partly to the fact that, in the padt, few
people have presented for trestment and there has been equivocd acceptance of a marijuana
dependence syndrome. In her summary of trestments for drug dependence, Carroll (1998)
pointed out that there are no effective pharmacothergpies, so that only psychosocid
interventions are being usad in the dinicd setting and thisis the area where the small amount of
research on interventions for this drug has been carried out.

4.2.1 Evidence from large-scale studies

The Drug Abuse trestment Outcome Study (DATOS) reviewed in Appendix A2.5, found
sgnificant reductions in marijuana use in long-term residentia and outpatient drug free moddlities
with greater improvements generdly assodated with gregter length of Say in trestment (see
Table A3). Smilarly CALDATA reported sgnificant reductions in marijuana usage in long-term
resdentid and outpaient nonmethadone as wel as improvements in psychosodid functioning.
The Nationd Treatment Improvement Evaduaion Study (SAMHSA, 1999) found that the
combined results for dl marijuana use, whether dients were treated for marijuana-only or for
poly-drug use, showed large reductions in cannabis use following trestment.

As reported in relation to acohol and socid skills traning (Section 2.5.3 above), Botvin and co-
workers (1995) presented the outcomes of long-term follow-up of adolescents randomly
assgned to a comprehensve, age-rdevant sodd and resstance kills traning program a
schoal. This study found that for the group thet attended at least 60% of sessions during years
7, 8 and 9, there were Significant decreases in cannabis use compared with the control group at
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6-year follow-up. The authors emphasised the importance of dosage, proper implementation,
comprehensveness aswell asthe use of booster sessons to consolidate improvements.

4.2.2 Evidence from controlled trials

Aziin and co-workers (1996) compared a comprehensive outpatient behaviourd program
with supportive trestment for dl illegd drug use. Of the 82 individuds in the program, 18
were primary marijuana users and 42 were secondary marijuana users. Subjects were
assgned randomly to the behaviourd and nonbehavioura programs. The behaviourd
trestment conggted of training in simulus and urge control, contracting/family support and
competing responses training. These skills were taught on an individud basis with a leest
one 1-hour sesson scheduled per week over the 12 months of the program. Supportive
therapy was ddivered largely through weekly 2-hour group sessons. These sessons were
caried out in a manner conddered typicad of supportive thergpy programs. Counsellors
encouraged expressing fedings, recounting experiences and relating to others, with praise
for expression of abstinence desires. Mean treatment sessions attended were 1.6 times per
month for the behaviourd program and 1.9 per month for the nonbehavioura group which
were not sgnificantly different. Outcome meesures induded sdf-reported drug use,
urindyss and ather-reported drug use, as well as school/job attendance, indtitutiondizations
and police contacts, family redtionships and depression.

They found that individuds in the behaviourd program showed sgnificant improvements
over the 12-months of the program compared with those in the nonbehavioura program
and that this applied irrespective of sex, age, educationd leve, maritd satus and type of
drug. These differences were aso found with dl the psychosocid variables assessed. They
did not use an intentionto-trest andyss, as they induded only those individuads who
attended aminimum of 4 sessions and who provided 12 months of drug use data. However,
there were no differences between the two trestment groups on drop-out rate or between
those who stayed and those who dropped out on relevant pretrestment variables No
follow-up data was presented. The authors conclude that behavioura programs are superior
to nonbehaviourd in the outpatient setting. On average only 19 sessons were atended and
after 9 months there was typicaly 6 weeks between program attendances. They argued
from this that behaviourd trestment programs with intengve initid sessons and booder
sessons as needed would be less codly than the typicad 30-day inpatient programs
provided for drug trestment. This is epecidly true congdering that no controlled dudies
hed been carried out to demondrate the effectiveness of inpatient programs.

Sephens, et d (1994) compared a nonbehaviourd socid support group discusson program
with a rdgpse prevention group program based on improving cognitive and behaviourd
coping skills to hdp avoid further marijuana use. Subjects (N=382) were recruited by
advertisng and exdusion criteria were evidence of recent dependence on acohal or other
drugs, too infrequent use of marijuana or evidence of psychoticiam. In totd 212 entered
trestment, 161 men and 51 women. Subjects were randomised to treetment and required to
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place a $50 deposit at entry whichwas returned in $10 lots on completion of 1-, 3-, 6-, 9
and 12-month podtirestment assessments. Each group met for 10 two-hourly sessons
carried out over 12 weeks — once per week in the first 8 weeks and fortnightly for the last 2
sessons. Booster sessions were offered at 3 and 6 months posttrestment. Both treatments
were manudised and training in use of the manudised procedure was provided for the
therapidts.

Outcome measures included sdf-reported marijuana use, acohol and other drug use, drug
related problems and collaterd verification of these measures. The intention-to-treet data
andys's found substantia reductions in marijuana use and related problems for both groups
for the 12-month follow-up period. Although nearly two-thirdsinitidly achieved abstinence,
round 30% of both groups were abstinent or improved compared with pretrestment
assessments at 12-month follow-up. There were no sgnificant differences between the two
trestment groups.

Although there was no nontrestment control condition, the authors regarded the
nonbehavioura intervention as the trestment-as-usud condition and had hypothesised thet
relapse prevention would have superior outcomes. The absence of the nontreatment control
and no dgnificant group differences means tha definite concdlusons cannot be drawn
regarding the efficacy of these treeiments. The authors acknowledge this but argue that the
high pretreatment usage rates and evidence of many previous aempts to quit indicate thet
the outcomes were likely due to the dfects of the treetments. They adso point out that what
the study does dearly indicate is that there is a congderable number of marijuana users who
regard their use as a problem and would like assstance to quit. It dso demondrates the
resistance to change of this drug abuse behaviour, which has aso been demondtrated for the
other drugs of addiction induding dcohal.

Budney et d (1997) reported the results of a further sudy completed by Stephens and
Roffman which randomly assgned subjects to ether a comprehensve group relapse
prevention plus socid support (RPSG) program, a brief individud intervention or to a
delayed treatment control group. The RPSG receved 14 sessons over 4 months
accompanied by a4-sesson supporters group which encouraged significant othersto attend
to learn how to assst regpse prevention. Formation of ongoing support networks was dso
fecilitated. Thus they combined the two procedures investigated in their 1993 study and
which gppeared to have postive impacts on marijuana use. The brief intervention was
adapted from one usd to treat acohol abuse and involved 2 sessons one month gpart
which ddiverd feedback on assessment and amed to promote discusson and df-
motivationd daements and incorporated the principles of motivaiond interviewing.
Participants in th control group waited four months before entry to trestmernt.

Outcome criteria were sdf-and collaterakreported drug use. They found Smilar outcomes
to those from their 1993 study for both the RPSG and the brief intervention groups in that
there were ggnificant improvements on pre-trestment assessment. The ddayed treatment
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group showed sgnificant improvements whilst waiting but these were smdler than for the
trestment groups. Unfortunately this sudy has not yet been reported in full in the research
literature which makes it difficult to evaluate. More research is required in this area, asfrom
evidence to date, it is dear that marijuana use is a problem for many users and marijuana
dependence appears as difficult to treat and intractable as other addictive behaviours.

SUMMARY POINTS

1

Although results from pre-post studies do not adequatdly demonstrate specific treatment
effects, outcomes for marijuana from these types of studies have been postive, and of a
amilar magnitude to those for ather drugs. In particular, the demondration of trestment
dosage effects in the DATOS sudy lends credence to the concluson that current
tretment  prograns ae  reducing < maijuana  ue and  adwuse

Comprehendve prevention programs delivered in early adolescence may have potentid
to reduce initigion to marijuana use. Further research is needed to Soecify the best
modd and intervention implementation procedures.

Insufficient recognition has been given to the need for trestment for marijuana abuse and
dependence. This is evidenced in the paucity of reseerch on specific interventions and
the high response rates when volunteers are sought br marijuana trestment research
programs.

Thereis some evidence that the community reinforcement gpproach, relapse prevention,
maijuana-focussed supportive socid  interaction groups and  brief motivationd
interventions, or combinations of these, are likdy to be effective in dinicd trestment for
marijuana abuse and dependence.

The few controlled studies completed to date have not demongrated conclusively the
Superiority of any one of these interventions and further research is required.

4.0 CANNABIS




5.0COCAINE

5.1 GENERAL INTRODUCTION

Description and Neurobiology

Cocane is a powerful dimulant affecting the cdls of the centrd nervous sysem and the
cardiovascular and sympathetic nervous sysems. It has potent energizing and euphoric effects
(Addiction Research Foundation, 1998). It is derived from the leaves of the South American
coca bush and is most commonly seen as a white powder caled cocaine hydrochloride. This
powder is usudly taken nasdly (“snorted’) or injected. More recently afregbase form of
cocaine (“crack”) has been developed which can be smoked leading to dmost immediate
euphoric effects. Cocaine differs from other drugs of abuse in that it tends to be used in heavy
binges rather than on a more continuous basis. Cocaine abusers tend to aso abuse other drugs
(espedidly dcohol and seddives) as well as having a high prevdence of other psychiaric
disorders (Withers, Pulvirenti, Koob, & Gillin, 1995).

Cocane is a highly reinforcing and addictive drug ad it is widdly accepted thet its reinforcing
properties are largely due to its action of blocking the reuptake of dopamine (Compton, Anglin,
Khdsa-Denison, & Paredes, 1996a; Klen, 1998; Kuhar, Ritz, & Boja, 1991). This action
leads to potentiation of dopaminergic neurctranamission in the mesolimbic pathways which
activate natura reward centres in the brain. Cocaine acts upon other neurotranamitter systems
including serotonin and norepingphrine which dso impact on the same reward sysem as
dopamine. Its effects can last for minutes or hours and can include euphoria, increased heart
rate, agitation, sexud arousd, increesed detness and energy, inability to assess risks,
unpredictable and aggressve behaviour, reduced gppetite, increased body temperature and
enlarged pupils. Cocaine dso acts as a locd anaesthetic used for legitimate medicd purposes
such aseye, ear and throat surgery (Nationd Ingtitute on Drug Abuse, 19993).

Epidemiology

The advent of the more affordable crack cocaine in the US in the 1980s is consdered to have
led to a marked increase in usage of this drug and in the number of individuas who are
dependent (gpprox. 1.5 million, or 0.7% of those aged 12 and over in 1997 in the US)
(Nationd Inditute on Drug Abuse, 19993). As Witherset d pointed out in their 1995 review
(Withers et d., 1995), cocaine abuse was being described as the most serious psychiatric
problem of that time in the United States. It now appears that cocaine abuse in the US has
dahilized and may be dedining (Nationd Inditute on Drug Abuse, 1999a) but in Audrdiathere
has been growing evidence of an increase in cocaine usage (McKetin, Darke, & Godycka
Cwirko, 1998).

Cocane use is dso high amongs pregnant women. The edimated prevaence from the US
Nationd Pregnancy and Hedth Survey, carried out in 1992 (Nationd Indtitute on Drug Abuse,
1996) was 1.1% (0.4% of whites, 4.5% of blacks and 0.7% higpanics).
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Risks

The acute risks associated with cocaine use include degth through overdose or from accidents
whilgt under the influence of the drug. Regular use can aso cause nasd congegtion (if snorted),
inflammation and perforation of the septum of the nose aswdl as manuitrition. Injecting cocaine
adso caries with it the risk of HIV and Hepatitis infections. Smoking crack cocaine can cause
chronic inflammation and soreness of the throat and lung complications. Heavy (binge) use of
cocane can aso result in increased anxiety, restlessness and paranoia which may lead to full-
blown psychosis (Nationd Inditute on Drug Abuse, 19994).

Desth from overdose can generdly be ascribed to its effects on the cardiovascular sysem which
islikely to be due to itsinhibition of norepenephrine uptake a nerve receptors. As summarised
by Patt (1997), cocaine use can induce tachycardia, vasocondriction, and increased systalic
blood pressure, dl or combinetions of which can lead to cardiovascular crises which in turn may
lead to degth or irreversble cardiovascular damage. Another common cause of degth or illness
through cocaine abuse is convulsons or saizures which occur as aconsequence of its effect on
the centrd nervous system. Saizures do not necessaxily result from binge use and can occur on
firg use and with smdl amounts of the drug. There is ds0 evidence of an assocdiation between
cocaine ue and grokes with the incidence of strokes tempordly related to cocaine use
increesng markedly since the early 1980s with the increase in cocaine use in the US. At the
same time, the overdl incidence of gsrokes in the US has decreased by 50% for the same
period (Platt, 1997).

Sengtization tends to occur to cocaine s anaesthetic and convulsve effects so that even low
doses may increase the risks of these reactions. On the other hand, tolerance to its simulant
effects is observed for both chronic and acute adminigtration. Research has found thet repeated
adminigration of cocaine can lead to neuroadaptetions in the dopaminergic sysem which it is
assumed underlie both sengtization to the drug and withdrawa symptoms on cessation of use
(Izenwasser, 1998).

Because of the high prevaence of use by pregnant and nurang mothers, researchers have been
examining the risks to the new-born. Cocaine use can have direct effects on the unborn child
because it can cross the placenta, as well as the indirect effects associated with the hedth of the
mother during pregnancy. It is difficult to assess the extent of damege by cocaine use per se
because of the generdly poor hedth care received by women within this sociodemographic
group as well as comorbidity factors (eg polysubstance use, depression) influencing the helth of
cocaine usng mothers and ther children.

Thus there are consderable socid and persond costs associated with addiction to cocaine and
this has simulated a concerted search for effective treetments. The postive effects of cocaine
are drongly reinforaing, which means thet the drug is highly addictive. However, vulnerability to
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the physcd action of the drug is moderated by a complex st of socid and environmenta
factors with which use of the drug has been associated. The search for effective treatments for
cocaine abuse has thus involved invedtigations of combinations of both pharmacologicd and
psychosocia varigbles.

5.2 TREATMENT SETTING

The American Psychiatric Associaion (American Psychiaric Association, 1995) has specified
that patients of drug and dcohoal treetment programs should be treated in settings which are as
unredrictive as possble, whilst remaining safe and effective. Thy reported that there appeared
to be no RCTs in the literature where inpatient treatment for cocaine dependence has been
found to be more effective then placebo. Any studies demongirating trestment effectiveness had
been caried out in outpatient settings with intendve programs (American Psychidric
Asociation, 1995; Higgins & Wong, 1998). However, there was no support for low intengity
outpatient trestmentsin the literature (Platt, 1997).

In the one randomised trid specificaly comparing the effectiveness of inpatient and day hospitd
trestment programs (both intensive), Alterman and co-workersfound thet inpatients were more
likely to complete treatment, but there were no sgnificant differences between the two groups
on outcomes a 7 months pogt-trestment assessment (Alterman et d., 1994). This sudy dso
reviewed the rdative cogts of inpatient and outpatient (day hospitd) treatment and found that
inpatient trestment was gpproximeately twice the cost per patient of outpetient trestment. The
authors conclude that inpatient programs would be best directed towards those whose physicd,
psychiatric and mativationd problems indicate thet they would be a high risk of dropping out
from an outpatient program. In ther review of trestment settings, Higgins and Wong (1998)
aso concdluded that outpatient care should be first choice treetment for cocaine addicts.

SUMMARY POINT

Intengve outpatient treatment is less expendve and generdly more effective than inpatient
trestment. However, inpatient treatment should be available for more intractable patients for
whom outpatient programs are unlikely to succeed.

5.3 ASSESSMENT

As with assessment for abuse of other substances, it isimportant that the process of assessment
does not dienate the patient. The assessment phase should be regarded as the time when a
positive thergpeutic reaionship can evolve and where patients are encouraged to explan their
reesons for atending and describe ther symptoms in a non-stressful, nonthreatening
environment. As Plait concluded in his review of cocaine abuse, a non-confrontationd, empathic
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and mutualy respectful thergpeutic relationship is more likely to engage those more entrenched
patients who are unwilling to accept that they have aproblem (Platt, 1997).

The assessment should obtain a history of drug use induding where, how and why cocaine hes
been usad. It should aso obtain a psychiaric hisory and any information thet relates psychiatric
ill-hedth to cocaine use. Findly it should indude a thorough physica  examination, induding
windyss

There are sandard sdf-report questionnaires available which have been desgned spedificdly
for the assessment of cocaine abuse. The Voris Cocaine Craving Scde (Smeson, McGee
Caulfidd, Berggein, & Engdhart, 1999) and the Hdikas- Crosby Drug Impairment Rating Scae
(Hdikas, Croshy, & Nugent, 1992; Hdikas, Nugent, Crosby, & Carlson, 1993) have both
been shown to have good rdiablity and vaidity for assessng sdf-reported impairment both for
assessment and trestment outcome measurement purposes. Kampman and co-workers recently
developed the Cocaine Sdective Severity Assessment (CSSA), a scde to measure the
symptoms of early cocaine withdrawa (Kampman et d., 1998). They have found the instrument
dinicaly ussful espedidly in predicting early trestment failure and presented evidence of good
reiability and vdidity in their 1998 report.

There are d o generd addiction measures which have been found to be useful for assessment of
cocane dependence prior to treetment. For example, sandard measures of readiness to change
(Barnes & Samet, 1997; Prochaska & DiClemente, 1986) may asss the dinician to edablish
the patient’s presenting etitudes towards their drug problem as well as provide a basis for
motivating change behaviour. Broad insruments such as the OTI and the ASI which have been
discussed in the related section under opiates (Section 3.2 above) are adaptable to assessment
for other drugs of abuse and have good psychometric properties. Smilarly the SODQ and IRQ
reviewed in that same section are adaptable measures of current dependence and injecting risk
behaviour.

SUMMARY POINTS

1. Theams of assessment are to reved the level of dependence and psychosocid impairment
of the patient, as well as establishing a rgpport to serve as a badis for pogtive trestment
interaction.

2. Standard messures of dependence, moativation and psychosocid imparment are avaladle
and should be usad.
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5.4. DETOXIFICATION & W THDRAWAL

DSM-1V (American Psychiaric Asociaion, 1994) characterised cocaine withdrawa after
severd days heavy use, as consgting of dysphoric mood (anhedonia or sadness, rather then
depression); and at least two of the following ymptoms: fatigue, insomnia or hypersomnia,
psychomotor agitation or retardation, drug craving, increased gppetite and vivid, unplessant
dreams. Withdrawa has been reported to reach its pesk in 2 to 4 days with dysphoric
symptoms persding for severd weeks (Lago & Kosten, 1994).

Gawin and Kleber (1986) described withdrawa from cocaine as consisting of three stages, the
firg of which is commonly termed the “cradh’. The crash was described as developing rapidly
after ceasing heavy cocaine use, and initidly conssted of very intense withdrawa symptoms,
which gradudly disspate over the next 9 hours to 4 days, during which time the paient's
craving for desp and fedings of exhaustion replace cravings for cocaine. Phase 2 is cdled the
withdrawa phase and is initidly characterised by euthymia and little craving for cocaine and
normal deep patterns (1-4 days), but dysphoria and craving Sart to increase again, reaching
moderate symptom leves, lagting up to 10 weeks. The third phase is the extinction phase which
has no dysphoria but cocaine craving is intermittently experienced due to exposure to contextua
cues asociated with prior cocaine use.

Gawin & Kleber (1986) drew up this mode from observation of 30 subjects in an outpatient
seting. However, Lago and Kosten (1994) reviewed the literature on simulant withdrawd and
concluded that evidence from inpatient studies did not support the notion of the “crash”. These
dudies found a perddent gradud decline in symptomatology throughout the observed
withdrawa period. However, as pointed out by the authors, the crash may have occurred prior
to hospitdisation of these paients. Alternatively, it could be a consequence of exposure to
contextud drug cues from which hospitdised patients are protected.

As Lago and Kosten concluded, the absence of dear-cut withdrawa symptoms with cocaine
abgtinence, dong with the limited numbers of rdevant sudies meant thet the exigence of a
withdrawa syndrome was & best equivocd (Lago & Kosten, 1994). Because of the low
intengty of symptoms, recommended interventions for detoxification (initiation of withdrawal)
were of a supportive rather than medica naure (American Psychiaric Association, 1995;
Klein, 1998). No spedific recommendations were found regarding psychosocid support for
detoxification. In asense withdrawa from cocaine can be viewed as occurring over an extended
period, so that interventions which are used to treat withdrawa are aso those used in treatment.
The following section @ trestments for cocaine abuse reviews these interventions and their
efficacy in deding with thiswithdrawd over time.
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SUMMARY POINTS

1. There is some dissgreemeant in the literaiure regarding the course of withdrawa from
cocaine, with some theorigts aguing that there are three stages beginning with the highly
aversve “crasn’. Others dam that there is a gradud decline of withdrawa symptom
sveity whichisnat initidly excessve.

2. Due to the rdativey low intengty of withdrava symptoms, medicaied assstance is not
recommended.

5.5. SPECIFIC INTERVENTIONS
5.5.1. Pharmacotherapies

Expert reviews (eg (Bigdow & Wash, 1998; Platt, 1997; Tutton & Crayton, 1993)) have
classfied pharmacothergpies for cocaine abuse into four broad categories: (1) drugs which treat
pre-morbid co-exiding psychiaric disorders, (2) drugs which treat cocaine withdrawa and
craving; (3) cocaine antagonists which block the action of cocaine and (4) drugs which cause
an aversve reection to cocaine. As is dear from the following discussion there are drugs and
drug groups (largdy the antidepressants) which fal into more than one of these categories. One
further category, rased by Kaminiencki e d in ther review of interventions and care for
psychogimulant users, isthat of simulant replacement therapy.

1. Drugs treating comorbid psychiatric disorders

Individuas presenting for trestment for cocaine dependence are likdy to have pre-exiding
psychiaric disorders. Studies have found some 30% of tis group suffers from depressive
disorders, 20% have bipolar disorders and 5%, attention deficit disorders (ADD, (Tutton &
Crayton, 1993)). Tutton and Crayton emphasised the importance of matching trestment to
psychiatric condition because misgpplication may prove counter-productivein trestment. These
authors concdluded thet, athough accurate diagnosisis difficult with cocaine-abusing patients, the
large number who are likdly to have comorbid conditions justifies concerted efforts to diagnose
and treat pre-exiging psychiatric conditions.

Because chronic cocaine use leads to a compensatory reduction of natura dopamine production
with associated neurond changes, withdrawa from cocaine is believed to be associated with a
defiat of dopamine. This is beieved to be the bass of the anhedonia and craving associated
with cocaine withdrawa symptoms. Thus depression in patients being trested for cocaine abuse
may be pre-exising or withdrawa-induced.
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Desipramine and other tricyclic antidepressants:

Research findings regarding the thergpeutic effectiveness for cocaine use of the tricydic
antidepressant desipramine are equivocd (Platt, 1997). However, some studies conclude that
despramine may have differentid effectiveness dependent upon underlying pre-exiding
psychiaric conditions. For example, research suggests that despramine is ineffective with
patients with antisocid persondity disorder. There has dso been a tendency for despramine
and other tricydics to be more effective with patients with pre-exising depresson than with
non-depressed paients. Some more recent sudies, which have involved a more serioudy
damaged populaion of users - crack smokers - have found despramine more generdly
effective in reducing cocaine use as well as reducing craving and depression during withdrawd.
However, other sudies have not been able to replicate these findings in Smilar populations
Smilarly, some human laboratory sudies have reported reductions in craving but no effect on
use with desipramine thergpy, yet other gudies have found the converse.

There is evidence that the dose-response curve for desipramine may not be linear and, like
buprenorphine with methadone, there may be a celing effect on dose response -which could
explan the vaidions in findings for this drug (Platt, 1997). Furthermore, as Hdikas ¢ d

concluded from their research on carbamazepine (Halikas, Crosby, Pearson, & Graves, 1997),
the use of fixed dosages may be counter- productive. It may be more efficacious to individualy
manage serum leves of the drug being evduaed. Of concern are findings which suggest that
tricyclic antidepressants may interact with cocaine to increese its toxicity, athough some dudies
have failed to support this finding as well. Overdl, Platt conduded thet dinicd effectiveness of

tricyclic antidepressants was yet to be demondrated and that there are possible negative

cardiovascular Sde effects of desipramine which adds a note of caution to use of this drug with
cocaine addicts.

This concluson has been supported by other reviewers in the fidd (Bigdow & Wash, 1998;
Fischman & Faltin, 1998; Higgins & Wong, 1998; Schuckit, 1994). Withers e d (1995)
pointed out that desipramine therapy aso suffers from the disadvantage of a 2 to 3 week delay
before the drug becomes effective. As drop-out rates in this early period tend to be very high,
this medication may not have an opportunity to demondrate its efficacy. Although desipramine
may not be effective done, some research suggests that it does reduce subjective craving
(Fschman & Foltin, 1998). Fischman and Foltin proposed that use of dedpramine in
combination with a behaviord intervention amed a teeching dternative reinforcers to cocaine
may be an effective treeiment. They aso concluded from ther review that despramine may be
more effective with patients with less severe cocaine dependence and no other
psychopathology. This has aso been highlighted by Higgins & Wong (1998).

Stitzer and Wdsh (1997) argued cogently that the benfits of pharmacologicd trestments for
dimulant abuse may be discounted unfairly because there dso needs to be complementary
psychosocid interventions in place to yidd a truly effective package. They reviewed recent
reseerch and drew a pardld with effective psychosocid and pharmacologica treestments for
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nicotine addiction which have demondraed additive effects They cadtion that
pharmecothergpies in isolaion may not be effective but that it is important to tex
pharmacotherapies in combination with a range of psychotherapies. This reasoning again could
help to explain the equivoca findings for pharmacothergpies. It should be added thet research
must be able to demondrate that the effects of pharmacothergpies augment those of
psychotherapies.

Recent Resear ch

Nunes et d (1995) examined the differentid effectiveness of imipramine trestment for
cocaine abuse for 113 subjects in a 12-week, double-blind and controlled sudy.
Imipramine is another tricydlic antidepressant which had previoudy been found to reduce
cocaine craving and fedings of euphoria associated with cocaine use. The am of the sudy
was to replicate these findings and to look at the effectiveness of imipramine with particular
sub-groups of cocaine users. The study was randomised and dratified by route of
adminigration as wdl as by levd of depressive disorder. Aswdl as receiving imipramine or
placebo, patients dso had one medication-oriented vist and one counsdling sesson per
week.

As with most cocaine pharmacotherapy trids, there was a high dtrition rate for this study,
with 54% of those randomised reaching a minimum adequate trid of 4 weeks and 15%
completing dl 12 weeks This study found overal that imipramine reduced cocaine craving,
euphoria ad depression, but had no sgnificant effects on cocaine use. There were no
interaction effects of level of depresson or route of adminidration on these variables, but
results suggest that abgtinence may be encouraged by imipramine therapy in nasal users or
those with more severe depresson. These results are tenuous (do not reach daidticd
ggnificance) and suffer from the problem of conducting a large number of datidicd tests
with no adjustment for Type | error rate. As concluded by the authors the study provides
little support for this pharmacothergpy for cocaine abuse.

Other antidepressants

Monoamine oxidase inhibitors (MAOIS) have been used to trest cocaine dependence
especidly where tricydics have been contraindicated. However, no controlled trids have been
carried out on this group of drugs for this purpose. MAOIs can o cause serious hypertengve
reactions in cocaine usng patients which makes their use for treating this group of uncertain
safety.

The serotonin reuptake inhibitor, fluoxetine hydrochloride (Prozac), was reviewed by Tutton
and Crayton (1993) and they concluded that it has potentid because of its superior Sde effect
profile and likdihood of good petient compliance. At that time they recommended that
controlled studies were needed to test the efficacy of this antidepressant. Platt (1997) reported
that pogitive results have been obtained for this drug in mostly open trids with cocaine-abusing
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methadone maintenance patients, with few sde effects being reported. Mogt patients tend to
report a decrease in craving as wdl as a decrease in the “high” obtained from cocaine. Thus,
Mait dso concluded that fluoxetine has good potentid as a trestment for cocaine addiction and
aso for cocaine-abusng opiate addicts. Clearly more randomised controlled trids should be
caried out to test this pharmacotherapy. No further trids of fluoxetine were detected in the
literature Since the review by Plat.

In their review of the research on pharmacothergpies for simulant abuse, Stitzer and Wash
(1997) conduded that dthough fluoxetine may not prove effective for primary cocaine abusers,
it has shown potentid to effectively treat polydrug users. They dso make an important point thet
choice of outcome measures could sgnificantly influence findings from dinicd trids of cocaine
pharmacothergpies. In particular quditative testing ie presence/absence of metabolites in urine
may be too insengtive to highlight genuine change in drug-using behaviours. They suggest thet
quantitative testing ie how much metabalite is in the urine, is a more sengtive outcome messure
and should be used when assessing these pharmacotherapies. This conclusion could be applied
to the assessment of outcomes for pharmacothergpies as well.

Other antidepressants such as bupropion and trazodone have ether too little research data on
their efficacy in thisarea, or have had equivocd findings.

Drugs directed at other comorbid psychiatric disorders

Tutton and Crayton (1993) concluded that lithium trestment affects discontinuation of cocaine
use in patients with bipolar or cyclothymic disorders. However, the review by Plat (1997)
found that there was little recent research support for the use of lithium for this sub-group of
cocaine abusars, except in that it remains an effective treetment for such disorders irrepective
of cocaine use.

Tutton and Crayton dso concluded that trestment with gppropriaie simulants for ADD-
disordered patients (methylphenidate and pemoling) influences cesstion of cocaine use
However, there is some evidence that methylphenidate may increese cocaine craving. Plat
pointed out thet, athough research to date favoured the hypothesis that these medications were
effective with those cocaine usars with ADD, studies tended to congst of small numbers of case
sudies which could not lead to any clear condusions.

There was no further research identified in the literature on these trestment sub-groups.

2. Drugs tresting withdrawd and craving

Drugs which trest withdrawa symptoms and craving indude dopamimetic agents which are
amed a increasng dopamine concentrations at receptor Stes to counter the depletion due to
neurd adgptation associated with cocane ause. Such drugs as methylphenidate,
bromocriptine, amantadine and pergolide mesylate fdl into this category. As discussed in the
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section aove, methylphenidate is not generdly effective and may act to increese craving.
According to Schuckit (1994), whilst earlier open trids of bromocriptine had some pogtive
findings, controlled research had not supported its usefulness. Tutton and Crayton (1993) found
amilaly and dso referred to the negative sde-effects of this drug, which indude nauses,
headache, orthodtatic hypotenson and psychotogenic effects. Another dopamimetic drug which
has been studied is amantadine, and this drug has again had widdly varying results.

Pergolide mesylate, which is usad in the treatment of Parkinson’s disease, is 10 to 100 times
more potent, has alonger duration of action than bromocriptine and gppears to have fewer sde
effects. Results from open trids for this drug were very pramising but more recent controlled
gudies have found that it may increase cocaine craving whilst having no effect on intravenous
cocane-teking behaviour (Fischman & Foltin, 1998). These reviewers conclude that this drug
does not warrant further investigation.

The dopamine precursor levodopa, aong with carbidopa to counter sde effects, has been
administered to patients to assst withdrawa. Some positive findings have been reported from
open trids with few reported Sde effects. This trestment clearly needs further research using
randomised controlled trids. Dietary precursers to dopamine, tyrosine and tryptophan have not
been found to be successful in assgting withdrawa from cocaine,

The anticonvulsant, carbamazepine (tegretol) has been tridled because it has been shown in
animd dudies to Hectively inhibit the “kindling” effects (of increasad limbic saizures) resulting
from chronic cocaine use. Severd open trid studies carried out in the late 1980s and early
1990s led to some optimiam thet this medication may effectively reduce cocaine use through
reduced craving and blocking of euphoria However subsequent randomised controlled triads
(Campbdl, Thomas, Gabridli, Liskow, & Powdl, 1994; Cornish et d., 1995; Kranzler, Bauer,
Hersh, & Klinghoffer, 1995; Montoya, Levin, Fudaa, & Gordick, 1995) found no evidence of
superior efficacy of carbamazepine compared with placebo. Furthermore, Witherset d (1995)
have cautioned et a least one sudy has noted increased cardiovascular effects of cocaine
used in combination with carbamazepine. Although not olbserved in research on treating cocaine
dependence, this drug can dso cause seizures and tachycardiain overdose, due to reductionsin
norepinephrine turnover. It gppears that the manner and timing of carbamazepine adminidration
are audd as it can induce seemingly paradoxicd effects (Platt, 1997). In animd dudiesit has
been found that chronic adminigiration reduces kindling effects, while intermittent adminigration
increases them. Other minor Sde effects such as skin irritations and drowsiness have dso been
reported from human research.

Recent Research

The mogt recent dudy completed on carbamazepine was reported by Hdikas and
coworkers (1997). This research team has been responsble for much of the recent
controlled research on pharmacothergpy for cocaine abuse. In this latest study, 183
subjects were randomised to ether placebo, 400mg weekly fixed-dose carbamazepine or
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800mg carbamazepine. Of these 150 returned for the first weekly assessment and this
formed the “evauable’ sample poadl for the sudy. The study was carried out over 12
weeks and retention averaged 38% of evauable subjects with no sgnificant differences in
retention between groups.

Although there were not notable differences between the three trestment groups (especidly
if Type 1 eror rates are accounted for), the sudy did find a large number of ggnificant
differences in outcome variables based on serum levels of carbamazepine. They condude
that dthough improvements were pogtively rdaed to deady dae serum levds it is likdy
that individud titration of the medication rether than incressad fixed doses will lead to
improved patient response. They aso suggested that an individudized dosing procedure
may be more efficacious with other drugs used to treat cocaine dependence.

Ancther important finding of this Sudy is that increased hours of psychosocia trestment
combined with higher serum carbamazepine leves led to a further Sgnificant dedine in
cocaine use as measured by urindyss.

Crosby et d (1996) assessed the effects of another anticonvulsant phenytoin and found that
this drug was sgnificantly associated with reduction in cocaine use compared with placebo.
The study commenced with 44 subjects and ran for 12 weeks, when only 12 subjects (6 in
eaech group) remained. The high drop-out rate and the fact that 85% of the phenytoin group
believed they were taking phenytoin, means that these results are inconclusive.

The anttianxiely agent buspirone enhances dopaminergic and noredrenergic firing whilst
Uppressing some serotonergic activity (Platt, 1997). It has been found to be more effective in
decreasng withdrawd symptoms than placebo but only after 10 days of adminigration.
Diazepam which has been usad to treat withdrawa from other drugs of abuse, has been found
to blunt cocane-induced tachycardia and hypertenson and to protect agangt cocane
intoxication. Animd gudies have indicated thet it is not entirely effective againgt cocaine-induced
seizures and it may not be protective a higher doses. There is no controlled humean resserchiin
the literature which assesses diazepam trestment for cocaine abuse.

The find group of drugs used to treat withdrawd and craving is the antidepressants which have
been reviewed in section 1 above.

3. Cocaine antagonists

The neuroleptics, haoperidol, chlorpromazine, fluphenazine, flupenthixol decanoete are dl
dopamine receptor blockers which have been shown to attenuate self-adminigration of cocaine
in animds (Tutton & Crayton, 1993). No controlled studies and few open studies have been
carried out on the neuroleptics possbly because of their Sde effect profile. Tutton and Crayton
conduded that flupenthixol has shown some potentid and should be dudied further. In
paticular, Fischman and Faltin (1998) pointed out thet it may prove ussful for the patient sub-
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group of cocaine abusers with schizophrenia. Although flupenthixol acts as a neuroleptic at
higher doses, a lower doses it acts as an antidepressant. It isaso possblethat it may act asan
aversve agent when used with cocaine, @ least for a sub-group of cocaine usars (Gawin,
Khasa-Denison, & Jatlow, 1996). In one sudy researchers reported that flupenthixol was
uperior to placebo in reducing crack cocaine use and symptoms of withdrawd (Khasa,
Jetlow, & Gawin, 1994).

In his review of cocaine pharmacotherapies, Platt (1997) condudes that flupenthixol has three
properties which make it atractive, namdy that it has only modest reinforcing qudities, it has
few unpleesant Sde-effects compared with other anti-depressants, and it may act to attenuate
cocaine reinforcement and alow extinction to occur. A further property suggested by Gawin
and co-workers (1996) is thet it may prove aversve when usad with cocaine for & leest some
cocaneusars.

Imipramine, bromocripting, trazadone, lithium and buprenorphine are dso potentia cocaine
antagonists which have been studied for their effects on recovery from cocaine abuse. Some of
these drugs have been discussad in other categories in this review. According to the review by
Tutton and Crayton there is no good evidence of the dinicd efficacy of any of these drugs.

Schuckit (1994), however, concluded that the mixed opioid antagonist, buprenorphine,
desarves further ressarch because laboratory sudies on both humans and animds have
suggested that it leads to a decreased response to cocaine. Fischman and Foltin (1998)
reported that in recent research it has been demondrated that buprenorphine does not block
cocane-induced craving or euphoria but gppears to facilitate some of these effects. However,
and despite this fadlitation, choice to take cocaine decreases on increedng dose of
buprenorphine. Hence studies on cocaine-usng opiate abusers are currently being carried out
with some results suggesting thet buprenorphine is more effective than methadone in atenuating
cocane ue in this sub-group of patients At this sage Fischman and Foltin regarded
buprenorphine as a promising trestment for cocaine abuse for a least some opiate usars. As
Schuckit concluded in his 1994 review, no randomised controlled trids have been carried out
using buprenorphine over extended periods and these are needed.

4. Aversve agents

Phendlzine is an MOAI which in combination with cocaine has unpleasant Sde effects such as
headaches, hypertension, palpitations and chest pain. It has been tridled but it has been found to
result in deeth in a amdl number of paients and is dearly not a recommended thergpy for
cocaine abuse (Tutton & Crayton, 1993). Platt reviewed this drug as an dternative to tricydic
antidepressants and dso concluded that it should be avoided because of its potentidly toxic
interaction with cocaine aswell asits srong association with rlgpse.
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Mazindol actsin a Smilar way to cocaine to block both dopamine and norepinephrine uptake.
Research has found that this drug has no effects on cocaine use or thet it is counterproductive,
aswdl as showing some evidence of increased cardiovascular risk (Platt, 1997).

As mentioned in the preceding section one study has reported increased aversve effects of

flupenthixol decanoate for some subjects who aso use cocaine (Gawinet d., 1996). However,
no controlled research has been completed assessing this particular property of this drug.

5. Simulant replacement therapy

Kaminiencki et d (1998) suggest that there is some limited evidence that use of prescribed
dimulant replacement drugs, in paticular ord amphetamines (dexamphetaming) may prove
useful to dtract injecting cocaine users to treatment as this has been found anecdotdly to be
effective with some injecting methamphetamine users. There is no cortrolled research evidence
to support this notion, but, given the paucity of effective and attractive trestments for this group
of drug abusers trids of such interventions may be warranted.

SUMMARY POINTS

1. Despramine, dthough showing early potentid for improving trestment outcomes, has not
been found to be generdly effective in tregting cocaine addicts. Further research is needed
into its usefulness particularly as a part of a broader behaviourd program and with patients
with lower levels of dependence.

2. The specific seratonin reuptake inhibitor fluoxetine has shown some positive outcomes with
cocalne abusing subjects, especidly for those patients also addicted to opiates. However it
needs to be further assessad in randomised controlled tridls.

3. Antidepressant mediications (other then fluoxeting) have shown little potentia to assst with
treastment for cocaine abuse.

4. Thereislittle research support for the use of lithium to control cocaine use with individuas
with bipolar disorder; nor for the use of simulant drugs used in generd trestment of ADD
for cocaine usein ADD.

5. There is little research evidence to support the use of dopamimetic agents, dopamine
precursors, anticonvulsants nor diazepam to treat cocaine abuse. However, if these classes
of drugs are to be invesigated further, it is recommended that individudised rather than
fixed dosing is used, dong with monitoring of serum levels
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6. Treatment with the blocking agents flupenthixol and buprenorphine may be efective in
reducing cocaine use, epecidly in psychotic and opiate-abusing patients respectively.
Further controlled research is warranted on these drugs and for these sub-groups of cocaine
abusers.

7. No avergve medication has been identified to treat cocaine abuse, dthough the neuroleptic
flupenthixol decanoate should be further sudied for its aversve effects

8. Condderation should be given to placebo-controlled trids of ord amphetamine replacement
thergpy to ascatan the sy and eficacy of such  interventions.

9. Further research on pharmacotherapies for cocaine (and other simulants) needsto factor in
complementary  psychosocid  thergpies, but dso to demondrate that gpecific
pharmacothergpies add to overd| trestment effectiveness.

10. Because the sefety of cocaine use is unpredictable and considering the poor retention rates
achieved in this area of research, caution should be exercised when tridling new medications
because of the possihility of additive negative effects of thetrid drug and cocaine.

5.5.2. Nonpharmacological Interventions

Although different types of psychologica thergpy have been found to be varioudy effective, the
American Psychiaric Associaion (American Psychiatric Association, 1995) emphasises that
different findings may be due more to intengty than type of thergpy. In fact outcomes of the
recently published Collaborative Cocane treetment Study (Crits-Cristoph et d., 1999) suggest
that differences found between results in this sudy and previous studies may be due to
differencesin the qudity of treetments provided. This study is discussed below.

It is edimated that about hf the patients seeking trestment are lost before initid assessment
interview. In their review of the research literature, Higgins and Wong (1998) address thisissue
and conclude that high attrition rates can be reduced by accderaing the intake process. They
a0 condude thet, on the bads of limited evidence avalable, best outcomes have been
demongrated where:

trestment duration isthree or more months;
thergpy sessons (either group or individud) occur &t least once per week; and
thereisweekly or more frequent monitoring of urine and clinica Satus.
They found no evidence to support individua over group thergpy. However, they emphasised
the need for prospective experimenta studies to address dl these trestment issues.
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Psychosocid thergpy for cocaine addiction has traditionaly been based on the twelve-step
gpproach and much of the controlled research in this area has concentrated on comparing
newer therapies with this gpproach. The APA concduded that attendance at AA -based sdf-help
groups may improve long-term outcomes (American Psychiatric Association, 1994). They aso
concluded that psychodynamic approaches have little research support to date, but that two
psychothergpeutic gpproaches based on behaviourd and cognitive-behaviourd theory have
both shown promise.

1. Behaviourd Reinforcement Approach

As summarised by Higgins (1997), cocaine is abused, in part, because of its reinforcing effects.
Basic to this goproach is the underdanding that the acquigtion and maintenance of cocaine
abuse is ligble to manipulation through the use of other dient renforcers in the environmen.

Bath Higgins and Wong (1998) and Carroll (1998) agree that contingency-based behaviourd
interventions are the mogt promising psychosocid interventions for treetment of cocaine abuse.
Research has found that increasing the magnitude of dternative food reinforcers reduces cocaine
sf-adminigration in rhesus monkeys (Higgins, 1997). It has dso been demongtrated with rats,
that rates of cocaine sdlf-adminigration are mdleable and dependent upon the reinforcement
value of competing reinforcers in the environment. Higgins pointed out that such sudies have
aso found that in an environment where both cocaine and paaable dternative reinforcers are
fredy available, acquidtion of cocaine-reinforced responding is more likely to be disrupted than
maintenance of established cocaine using behaviour. This data suggedts thet in order to modify
established cocaine-using behaviour, it may be necessary to expose individuds to dterndive
nondrug reinforcers in the aosence of cocaine - meking them contingent on forgoing cocaine
ue This is the theory underlying the research carried out by Higgins and co-workers on
dternaive nondrug renforcers (Higgins, Budney, Bickd, & Badger, 1994a Higgins  d.,
1997, Higgins et d., 1994b). In ther research they have used vouches which were
exchangesble for retall items or housing and job opportunities as postive reinforcers for cocaine
abgtinence in combination with the community reinforcement gpproach (CRA), and produced
ubgtantid reductions in rates of cocane use CRA involves individud thergpy directed a
relaionships and other living skillsin order to increase non-cocaine reinforcersin the individud’s
environment. They found tha this goproach is superior to dandard outpatient drug abuse
counsdling and aso thet there were Sgnificant improvements on outcomes for the voucher plus
CRA compared with the nornvoucher plus CRA condition (Higgins & Wong, 1998). One study
has dso found sgnificantly greater abostinence for a group given contingent vouchers compared
with another group given non-contingent vouchers (Higgins & Wong, 1998).

These researchers aso incorporated monitored disulfiram thergpy in ther program for those
cocane usars who dso abuse dcohol, and found promising reductions in cocaine (as wall as
aoohol) use. Congdering thet it is estimated that Some 60% of cocaine abusers are aso acohol

dependent, thisfinding isimportant.
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In his review of the literature Plait commented that research had indicated that the magnitude of
reinforcement and immediacy of reinforcement may be criticd in determining efficacy of a
voucher sysem. He dso pointed to some research which has not supported the use of vouchers
to encourage abgtinence from cocaine, especidly on a longer-term legs In atempting to
explain the dispaities in the literature, he suggests that the sudy samples were from widdy
divergent socid sttings. Those which obtained best results were from a rurd environment,
whilgt those with negative findings were from an inner-city environment where there were few
dterndive reinforcers to drug use goart from those provided in the sudy environment.

Recent research

Kirby et d 1998 (1998), compared treatment effects of adding voucher payments for
cocane-free urine screens to a comprehensgive trestment package. The trestment package
was 26 sessonsof cognitive behaviourd thergpy plus 10 one-hour sessonsof interpersond
problem-solving carried out over the 12 weeks of the sudy. Half of the sample (tota n=90)
aso recaived vouchers, while the rest did not. The sample was a saverdly disadvantaged
group of largdy (88%) crack cocaine usars. The voucher ddivery in the firg experiment
was on aweskly bads with initid vaues low but increasng with production of consscutive
negative results. Vaues were reset to zero on production of podtive screens (schedule 1).
No effects were found for use of vouchers on this schedule. As this did not agree with prior
findings, the researchers carried out a second experiment to look & the effects of varying
the schedule of voucher ddlivery.

The second experiment involved lower numbers (totd n=23). Haf the group received

vouchers as for experiment 1, on a weekly bags The other hdf received vouchers
immediatdy on producing the cocaine-free urine. The vaues of the vouchers garted high
($30 for the firg 9 cocaine free gpecimens) with no punishment for pogtive screens

Repayments became more intermittent after this, but overal maximum earnings were
gregter. There was a trend for this sysem of voucher ddivery (schedule 2) to improve
retention and attendance outcomes, but low numbers probably prevented these differences
from being sgnificant. There were dso sgnificant improvements on measures of aostinence
for this voucher ddivery sysem compared with voucher schedule 1. About hdf the patients
on voucher schedule 2 completed treatment and showed continuous aogtinence a 1 month
following trestment. None of the patients on voucher schedule 1 reached 1-month
continuous abgtinence. Thus this schedule was effective in assding initiation of abgtinence.
As the authors point out whether trestment gains are maintained needs to be further sudied.
They dso commented that Sgnificant outcomes were found using the vouchers as part of a
cognitive-behaviourd intervention, which had not to thet time been shown to be effective in
promoting abgtinence from cocane.

2. Cognitive-Behaviourd Interventions
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Cognitive behaviourd thergpy for cocaine weeisamed a hdping individuas to recognize thet
they have a problem with ther cocaine use, to understand their problem and to as3gt them
modify the dysfunctiona cognitions underlying this problem behaviour. It typicaly involves skills
training and practice to ded with craving, monitoring thoughts about drugs and monitoring high-
risk Stuations associated with relapse (Carrall, 1998).

As Carall pointed out cognitive-behaviourd interventions had not generdly been demongtrated
to be superior to other psychotherapies in initiating abstinence, but research suggested that its
effects may be more durable and thus protective againgt relgpse. Furthermore, it may be more
effective with more severdy dependent users. This was dso the condusion of the American
Psychiatric Associationin ther 1995 Guiddines (American Psychiatric Association, 1994).

Recent Resear ch

Maude-Giiffin and coworkers (1998) have recently completed a randomised study
comparing cognitive-behaviourd thergpy with 12-gep facilitation on 128 crack smokers.
This was a very dissdvantaged group with 75% homdess or margindly housed, 84%
unemployed, 82% with comorbid psychiatric disorders and dmog hdf with two other
psychiatric disorders and a mean length of cocaine use of 19 years. Apart from comparing
the two treatments, the researcherstested 5 matching hypotheses:

1. Cognitive behavioura thergpy would be more effectivethan 12-gep fadilitation for
paients with a history of depression;

2. Cognitive behaviourd thergpy would be differentidly effective based on abdract
reasoning skill with those with higher abstract reasoning doing better, with no such
differentid effectiveness for 12-gep fadilitation;

3. Cognitive behavioura therapy would be more effective than 12-gep fadlitation for
patients with more severe drug use & intake;

4. Pdients who endorsed the disease modd would do better in 12-gep fadilitation
then in cognitive behaviourd therapy; ad

5. Pdients who were more reigious would do better in 12-gep fadlitation then
cognitive behaviourd therapy.

Participants atended three group thergpy and one individua thergpy sesson per week over
12 weeks. Treatments were manudised and adminigered by counsdlors with extensve
experience. The thergpists administered both thergpies to avoid thergpist effects The 12-
gep fadilitation group was encouraged to atend Cocaine Anonymous, while the cognitive
behavioura therapy group was encouraged to atend Rationd Recovery, a cognitively-
based sdf-help group. Outcomes were abstinence-based and sef reports were vaidated
with random urine sampling. Missng samples were coded as not abdtinent.

One hundred and thirty-four from 159 recruits were deemed digible for the study and 6
refused to participate, leaving 128 as the treated sample. Although there was good study
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follon-up (84% a sx month assessment) attendance a trestment groups was low, with
only 17 participants (13%) atending a least 75% of both group and individud sessons.
Outcome variables were a least 4 weeks of absiinence during trestment, and frequency
(point prevaence) of abginence over dl assessments. All sdif-reported abstinence was
verified by urindyss

Paticipantsin cognitive behavioura thergpy were found to be sgnificantly more abstinent

than those in 12SF, using ether outcome measure. With regard to the matching hypotheses:
patients with a diagnoss of mgor depressve disorder at intake were more likdly to
achieve four consecutive weeks of abstinence when treated by cognitive behaviourd
therapy than 12-gep fadilitation. No equivaent interaction effects were reported for the
point prevaence outcome criterion;
patients with high abstract reasoning had sgnificantly more positive outcomes in the
cognitive behaviourd thergpy group (using ether outcome measure) than patients with
low abdtract reasoning. Using point prevalence done it was aso found, dthough not
hypothesised, that patientsin 12-gep fadilitation trestment with low abstract reasoning
fared better than those with high absiract reasoning;
dthough overdl rdigiogty did not predict differentid outcomes, a post hoc andyss
usng only African American participants found that those who were more religious had
better outcomesin 12-gep fadilitation than those with low leves of rdigious bdief; and
no ggnificant interaction effects were found for ether outcome criterion or the other
meatching variables (problem severity and belief in the disease modd).

These results contrasted with those found by Crits-Cristoph and co-workers reviewed
below and differences may reae to the samples used, treetment intensity and congstency as
well as the rigour of assessment of abstinence. These differences are further discussed
below.

Monti et d (1997) have recently completed a study comparing brief coping skills trestment
with an attention placebo. Both trestments were additions to a comprehensive trestment
package incorporating both 12-gep and sodd learning prindples. The skills traning was
directed towards high-risk Stuations and the attention placebo involved the same number of
hours in manudised meditation and relaxation training which the researchers regarded as a
credible but ineffective trestment. All trestment and control procedures were administered
on an individua bads in eight 1-hour sessions with 3-5 sessons per week based on length
of day. (Average length of day for the trestment programs was 16.8 days) Time Line
Follow Back was used to assess sdf-reported cocaine use at 6 months pre-trestment and
1-month and 3-month follow-up assessments. These were confirmed with urine tests as well
as collaterd reports. Demographic information and indices of psychosocid wel-being were
aso obtained usng the Addiction Severity Index (ASl) a pretrestment and 3-month follow
up.
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The intention-to-treat sample for this sudy was 128, and the authors consdered that 108 of
these recalved a least 50% treatment exposure. Seventy-three percent of these were
approached for follow~up. They found that there were no differentid effects of the two
additiond interventions in terms of totd abgtinence during the 3 morth follow-up period.
However, there were Sgnificant reductions in days of use as well as length of bingaing for
paientsin the coping skills treetment condition compared with placebo. The authors point
out that the continuous variables are more sengtive outcome measures than the categorica
abgtinence measure. There were, however, no differences between conditions for the
outcome of longest continuous abgtinence. Overdl, the authors condude that the brief ills
intervention, teaching how to cope with cocaine-pedific high-risk stuations, leads to shorter
and less severe rdlgpses. These reaults fit with prior findings thet interventions based on
cognitive principles may have more impact on longer-term rel gpse prevention than on more
immediate broad measures of usage or abstinence.

Crits-Cristoph and co-workers have published outcomes for the Nationd | ndtitute on Drug
Abuse multicentre collaborative cocaine trestment study (1999). In this study 487 petients
were randomised to four trestment conditions:

(1) individud drug counsdling plus group drug counsdling;

(2) cognitive therapy plus group drug counsdling

(3) supportive-expressive thergpy plusgroup drug counsdling; and

(4) group drug counsdling aone.
All trestments were manudisad with a 6-month active phase and a 3- month booster phase.
Theindividud drug counsdlling and group drug counsdling were based on the disease modd
with strong encouragement to participate in 12-step programs and taught petients how to
progress through stages of recovery from addiction. Cognitive therapy followed a cognitive
thergpy program for substance abuse based on socid learning theory. Supportive-
expressve therapy was based on the psychoanaytic gpproach to trestment for substance
abuse.

They used a compodte outcome meesure of cocaine use which ascribed the rating
“abstinent” or “not abginent” for each month. Any indication of drug use from ether urine
tests, Addiction Severity Index responses or a weekly cocaine use inventory led to a“not
abginent” rating. Where no measures were available (which occurred on 19% of possble
occasions) patients were rated as “not abstinent”. However, as only 42.6% of dl potentia
urine specimens were collected, and presumably non-randomly, this globd abstinence rating
may be unrdiable. If patients reported abstinence and did not produce a urine sample, then
they would be rated as “abgtinent”. Whether patients would be truthful about this would
depend on the benefits they perceived accruing through appearing to be abstinent.

The sample was obtained from atota of 2197 persons screened by phone, of whom 1777
met incluson criteria and 870 were conddered to have begun what was termed an
orientation phase. During this phase patients were reguired to attend 3 dinic vistswithin 14
days to demondrate ther motivation. At this time the patients were encouraged by group
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counsdlors to atend sdf-help groups based on 12-gep principles. Housng, job and
financid reeds were dso addressed during orientation. Only 487 (56%) proceeded to
randomisation and the active thergpy Sage.

Their main hypothes's was thet any of the individud thergpies plus group drug counsdlling
would be more efficacious than group drug counsdling one. They dso hypothesized thet
cognitive thergpy plus group drug counselling and supportive-expressive therapy plus group
drug counsdling would be more effective with patients with high psychiaric severity.
Furthermore, they hypothesised that patients with antisocid persondity traits (externd
coping style) and treated with cognitive therapy plus group drug counsdlling would have
better outcomes than those trested with supportive-expressive thergpy plus group drug
counsdling.

They found that thearr first hypothesis was supported in thet the three groups which included
individud therapy hed dgnificantly better outcomes than the group drug counsdling done
group. Reaults did not support the predicted differentid effects for patients with high
psychiatric severity and antisocid persondity traits. They dso compared the effects of the
two professond psychothergpies with the individua counsdlling group and found, contrary
to predictions based on previous research, that individud counsdling plus group drug
counsdling was more effective than cognitive thergpy plus group drug counsdling or
upportive-expressive therapy plus group drug counsdling in promating abstinence (lower
average drug use in pas 12 months), despite the poorer retention in the individud
counsdling plus group drug counsdling group.

As the authors point out the superiority of individua counsdling plus group drug counsdlling
in this sudy may be due to the additive effect of the sngle focus (on 12-gep principles).
Further, as Carrall (1999) comments, a focus on the 12-gep principles in the orientation
phase may have proven sdective for those who were more amendble towards this
goproach. This dong with possble differentid atendance & AA-type sdf-hdp medtings
would aso explain the need for less treetment in this group and thus lower retention. These
fectors are yet to be examined by the study group.

The authors suggested that one reason for the effectiveness of individud counsdling, when it
hed not been found to be effective in previous sudies, is the use of high quality manudised
counsdling with highly sdlected and experienced counsdlors. Thus the gregter intengty of
trestment provided by individud counsdling plus group drug counsdling compared with
group drug counsdling done may be interpreted as a response to a higher dose of
trestment. On the other hand the interaction of two gpproaches based on different modes
(as with the psychotherapies plus group drug counsdling) may be counterproductive. It
could be argued thet this sudy demondrates that a sngular concerted gpproach may be
more effective than the more edectic gpproach often found in drug counsdling in the
community. This point was d0 raised by Carrall (1999) in reation to the trandfer from
orientation to active phase. This sudy demondrates that manudised individud thergpy in
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addition to group counsdling leads to Sgnificant improvements in outcome. However,
because of the corrdaion of sdection (orientation), group and individud counsdling
procedures offered, it is difficult to draw hard conclusions from this Sudy regarding the
relaive merits of individud counsdling versus cognitive therapy and supportive-expressve
therapy psychotherapies.

Another very recent report has andysad information from DATOS (Appendix A2.5) on
positrestiment outcomes for the community trestment of cocaine dependence (Smpson,
Joe, Hetcher, Hubbard, & Anglin, 1999). This sudy followed up 1605 cocane-usng
patients gpproximately one year after discharge from long-term resdentia, short-term
inpatient or outpatient drug-free programs. Although this was an uncontrolled study, some
outcomes provide vaid information about trestment of cocaine abuse. It should be noted
that this sudy involved patients of widdy varying dependence and disgbility. The sudy by
Crits-Cristoph and coworkers discussed above was much more sdedive and excluded
patients with Sgnificant psychosocid or medicd disability.

This sudy found that long-term residentia programs attracted patients with grester disability
as measured by their Problem Severity Index —asummary messure derived from scoreson
seven indicators multiple drug use, dcohol dependent, crimindly active, unemployed, low
socid support, depresson or anxiety and no insurance. It dso found that longer time in
trestment was associated with lower reapse to weekly cocaine use ane year fallowing
discharge and that the less severe patients had a lower relgpse to weekly cocaine use.
Second- and third-order interactions reveded that in the long-term residentia programs
long-term patients were less likely to relgpse than patients retained for a short term (<90

days).

The authors concluded that it requires more than 3 months trestment to obtain change in
medium to high severity groups. The sudy by Crits- Cristoph (1999) described above found
the therapy with the shorter retention rate had better outcomes but probably included few
patients with high severity as found in the DATOS sample. As Simpson and co-workers
conclude, longer-term programs can dgnificantly improve outcomes for more severdy-
affected cocaine abusers, provided they stay in trestment for more than three months.

SUMMARY POINTS

1. High early dropout rates are rdated to waiting list time, and therefore experts recommend
rapid induction to trestmernt.

2. Thereisconsensusthat more intensve programs (sessons a least once per week) are more
likely to be effective. No dear-cut treatment period has been specified, but research
uggests that for patients with medium to severe disgbility, aminimum of 3 monthsis
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recommended. Further research is required on these issues, taking into account both the
Severity of disability and the nature of the treestment being offered.

3. Thereislittle research evidence to support use of psychodynamic therapy, while the efficacy
of the 12 step gpproach requires further investigation.

4. The use of vouchersto reward abgtinence, ether done or within a broader trestment
program such as CRA, has been demondtrated to be effective in treating cocaine abuse.
Further research is needed to establish gppropriate schedules and most fitting contexts for
these,

5. Recent research has lent support to the use of cognitive-behavioura techniques for treating
cocaine abuse. In particular, manualised interventions which address coping skillsand
dedling with risky drug-taking Stuations have shown promise. However, the few RCTsto
date have not dearly demondrated the effectiveness of this intervention.

6. Resultsfrom various studies have suggested future directions for research especidly in terms
of matching patients to trestment on the basis of persond interests, dbilitiesand leve of
dischility.
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6.0AMPHETAMINES

6.1 INTRODUCTION

Description

Amphetamine is the prototype of the family of gnthetic simulant drugs, which indudes the
widdy abused methamphetamine - dso caled “spead’. This form of amphetamine has been
most abused because of its more pronounced effects on the centrd nervous system. It is
powerfully addictive and can be made in a basc laboratory with reedily avalable ingredients
Methamphetamine can be smoked, injected intravenoudy, snorted or ingested oraly. Smoking
and injecting lead to more immediate and intense pleasurable effects and inmany aress have
taken over from snorting as the most common method of use of amphetamines (Nationd
Ingtitute on Drug Abuse, 1999¢). Amphetamines act in asmilar way to cocaine to gimulate the
centra nervous system, but ther duration of action is much longer than thet of cocaine While
cocaine has an approximate haf-hour duraion of action and has a hdf-life of 1 hour in the
body, methamphetamine has acute effects thet last from 8-24 hours and ahdf-life of around 12
hours. The reinforcing effects from amphetamine, as with cocaine, come from the increased
avalability of dopamine in the bran which gives rise to increased simulation of the brain’'s
reward systems.

Amphetamines act to cause wakefulness, increased menta dertness and ability to concentrate,
reduced gppetite and euphoria. They have traditiondly been used by people in occupations
where prolonged wakefulness is required and by those who wish to lose weight. Morerecently
they have been used recregtiondly at youth dance parties dong with newer ‘designer’ drugs
such as ecstasy. The 1998 report from the Audrdian Nationa Drug Strategy (Audrdian
Ingtitute of Hedlth and Wefare, 1999) found that amphetamine was the firg drug injected by a
mgority of those who had ever injected illicit drugs, indicating amgor role of amphetaminesin
initisting injecting behaviour in young users Undesrable effects of amphetamines incude
overdimulation with restlessness, insomnia, tremor, dress and irritability. Fhyscd tolerance
develops rapidly and letdown after a binge can result in acute depresson. Excessve and
continued use of amphetamines can induce toxic psychoss characterised by ddusons and
hdlucinations. It can dso precipitate out-of- control ragesand extremdy violent behaviour.

Amphetamines have cardiovascular effects including tachycardia, hypertenson and damage to
blood vessds in the brain, predisposng to sroke. In overdose it can cause convulsons and
hyperthermia which may be fad. The fact that they are commonly injected means thet they
expose usersto increased risks of HIV/AIDS and hepatitis C infectiors.

Epidemiology
Use of amphetamines has been increesing in Audrdia where latest Nationd Drug Strategy
figures have indicated a life-time prevaence of 8.7% while 3.6% have used in the padt year. In
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1995 the equivdent figures were 5.8% and 2.1% respectively (Audrdian Inditute of Hedth and
Widfare, 1999). The Nationd Drug Strategy aso found that amongst recent injecting drug users
amphetamines were the mos commonly injected drug (70%). In the U.S. the abuse of
methamphetamine is increesing and spreading geographicaly as well asto a more diverse cross-
section of the population. Consecutive Nationd Hedlth Surveys on Drug Abuse have found
progressive increases in numbers of respondents who had ever used over the years 1994, 1995
and 1996, from 1.8 to 2.2 to 2.3 % of the population surveyed (Nationd Ingitute on Drug
Abuse, 1999¢).

Treatment Setting, Detoxification & Withdrawal

Amphetamine and cocaine have amilar actions, therefore much of the discusson above
(Sections 5.2, 5.3 and 5.4) about cocaine withdrawa and detoxification as well as appropriate
trestment setting goplies to amphetamines (American Psychiatric Assodiation, 1994; Lago &
Kosten, 1994).

6.2 SPECIFIC INTERVENTIONS

Despite its high prevdence of use and the harms asociaed, there are very few specidist
sarvices catering for amphetamine abuse. As a corallary, little research has been carried out on
gopropriate trestments. Individuas with problems with their use of amphetamine rarely present
for treetment a specidis drug and dcohol agencies, as usars percalve these sarvices to be
primarily concerned with opiate abuse (Kamieniecki et d., 1998). However, they do present to
primary care fadilities and it is important that problem use of amphetamines is identified a this
point. In this regard Kamieniecki et d proposed thet research was needed in order to ascertain
the perceived needs of usars, knowledge and resources of generdist hedth daff and the
avalability and quality of specidid referrd sarvices. Smilar to shared care proposds for dcohol
use disorders, improved outcomes for methamphetamine users are likely to result if there are
clear guiddines in place specifying gopropriate brief trestment a the primary care levd with
referral as needed to specidised trestment agencies. Given the leve of persond harm and socid
costs of abuse of this drug, such research as proposed by this group of researchers is dearly
warranted.

6.2.1 Pharmacotherapies

In his review of trestments for dimulant dependence, Schuckit (1994) concluded that no
pharmacologicd intervention had been found to be superior to placebo for the trestment of
dimulant-dependent individuals. Kamieniecki et d  (1998) provide a thorough review of the
trestment needs and provision of trestment sarvices for psychosimulant abuse in Audrdia They
reviewed the literature worldwide to ascertain the efficacy of possble interventions. They found
that, despite concerns expressed in the literature regarding the long-term safety of amphetamine
use, replacement of methamphetamine with prescribed ord amphetamine holds consderable
potentid as an effective treetment. Programs in the UK have found that services which offer
prescription amphetamines atract large numbers of illiat amphetamine usars As with
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methadone replacement therapy, programs using prescribed amphetamines provide an
opportunity for users of ‘dreet drugs to come into contact with services which can provide
advice, counsdlling and such harm minimisation drategies as needle exchange sarvices, even if
they do not take up the prescription offer.

Pogtive dinicd impressons from recent UK obsarvationa studies have induded reduced illicit
amphetamine use, reduced injecting behaviour, improved sodid functioning and engagement
with trestment services (Shearer et a., 1999). These have however been based on smdl
samples and have lacked effective control groups. Contrary to fears expressed in the literature,
there has been no evidence that psychotic episodes have been precipitated by the use of
prescribed amphetamine (Charnaud & Griffiths, 1998; McBride, Sullivan, Blewett, & Morgan,
1997).

Although some amdl dudies have been reported which assess the effectiveness of anti-
depressants for amphetamine abuse, these dudies have used smal numbers and results have
been equivocd (Gdloway, Newmeyer, Kngop, Stdcup, & Smith, 1996; Jttiwutikan,
Sisurgpanont, & Jarusuraisin, 1997).

Thus it is important thet suitable pharmacotherapies are sought and tested in order to assst
individuas with amphetamine use problems. Aswith other drugs of abuse (induding dcohadl) it is
important that any pharmacothergpy is supported by rdevant and effective psychologicd
intervention. Stitzer and Wash (1997) provide compelling arguments supporting the importance
of assessing pharmacotherapies dong with best available complementary psychotherapies. They
argue that combined trestments are likely to produce additive effects which are Sgnificant, whilst
individualy such thergpies may appear ineffective.

6.2.2 Non-pharmacological interventions

The Trestment Improvement Protocol (TIP) for simulant use disorders (Rawson, 1999) is a set
of guiddines resuiting from a series of conaultations and consensus-finding with practitioners,
researchers, adminigrators and client advocates. These guiddines lig best practice for
psychosocid trestment of cocaine and methamphetamine abuse. They recommend that most
gopropriate treetments for psychostimulant abuse are those based in learning theory and include
contingency management, such as the community reinforcement- plus-vouchers gpproach, and
cognitive-behaviourd  interventions  focussng on relgpse prevention. Regose  prevention
drategies indude modification of atitudes, expectancies and behaviour in rdation to harmful
drug use, and to increese coping skills. TIP recommends that dl trestments should be
menualised to ensure uniform ddivery of best practice

Kamieniecki & d (1998) point out that other psychosocid interventions such as thergpeutic
communities and 12-gtep programs have not been properly evauated and research is needed to
daify their effectivenessin tresting amphetamine abuse. Reviewers have aso commented that
an additiond benfit of providing psychosocia ass stance services may be that such services will
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atract individuds who are experiencing problems with ther drug use and who would not
otherwise seek help. Clearly research is needed to measure the effectiveness of such sarvices.

SUMMARY POINTS

1. There is a need for grester recognition of the prevdence and harms associated with
amphetamine abuse.

2. It is recommended that the feashility of a shared care goproach to trestments for
amphetamine abuse isinvestigated, with gregter intervention by GPs a the primary levd and
improved pecidised referrd services,

3. Tretments for amphetamine abuse have been poorly researched. To dae no
pharmacologica interventions have been found to be effective. Ore possble area of
research is the use of replacement medication based on harm minimisation principles. Other
pharmacothergpies may emerge once there is gopropriate recognition of the extent of the
problem.

4. As with cocaine, care is needed in goplying pharmacctherapies in a Studion where a
potentidly very harmful drug is being abused. Pharmacotherapies should be supported by
effective psychosodd interventions

5. Manudised contingency management and  cognitive-behaviourd  therapy  incorporating
relgpse prevention have been recommended as the best available therapiesfor amphetamine
abuse. There are no published trids of these interventions and there is a need for more
forma controlled reseerch on these gpproaches. Smilarlly the efficacy of 12-step and
thergpeutic community gpproaches should be assessed.
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7.0 APPENDICES: LARGE-SCALE REVIEWSAND STUDIES

Al: LARGE-SCALE REVIEWS

The present review draws on anumber of recently conducted reviews of the dcohol and drug
trestment literature. These Studies are described on the following pages and their results are
referred to in the main body of the report as appropriate.

A1.1 An Outline for the Management of Alcohol Problems: Qudity Assurance Project.
(Mattick & Jarvis, 1993)

This project provided a thorough review of the evidence for trestment of alcohol dependence.
The review was conducted in three parts. The firgt was a review of the acohol abuse treatment
literature; the second a survey of current practice in Audrdia and the third an andyss and
integration of the firg two stages by an expert committee. This methodology was based on
procedures developed by Andrews et a (Andrews et d., 1982) to establish guiddines for the
management of a number of psychidric disorders. Thus, it presents treetment outlines for
vaious leves of dcohol use, which had been shown to be well supported by available research
evidence and expert opinion.

The review of the rdevant empiricd trestment outcome literature for acohol problems
combined a grictly quantitative meta- andyss with a quditative procedure to integrate findingsin
the area The ressarchers mantaned a comprehensve and up-to-date set of references on
trestment outcome studies which they obtained from Psychologica Abdracts, Index Medicus
databases and other broad reviews in the area

The meta-analytic approach involves cdculating a sandardised satigtica assessment of the
Sze of effect of a given trestment which alows for direct comparison of results from different
dudies, even if they have usad different outcome measures. A postive effect indicates that the
trestment under review was superior to ano trestment condition while a negetive effect indicates
the converse. In order to counter previoudy-expressed criticiams of the meta-andytic approach,
the reviewers induded only randomised (or matched) controlled studies using methodologicaly
sound and accepted treestment procedures on dinically reevant samples of dlients.

The qualitative component was included in order to incorporate informetion from studies
which were rlevant but which did not contribute outcome data directly usable by meta-andyss
This quditative agpect ds0 induded information on the datidicd dgnificance of differences
between trestment and control conditions, where available. Where the two gpproaches agreed,
this was congdered to enhance the robustness of the overdl findings, and where they differed,
an attempt was made to resolve gpparent contradictions. In a Smilar manner, agreements and
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differences between the findings of this review and previous large-scde reviews were
incorporated and discussed throughout.

The survey of current practice which was caried out in March 1990, was designed to
achieve a better understanding of the types of intervention thet workers who ded with dcohol-
dependent and acohoal-abusing populaions believe to be vauade. 329 trestment centres were
surveyed which represented an 82% return rate for dl identifiable acohol trestment agenciesin
Audrdia Aress covered in the survey were:

asesIment/screening procedures,

use of detoxification;

trestment gods, length, setting, target group and forms of intervention;

sveity of dients,

aftercare;

problems encountered,

relapse prevention; and

procedures for deding with other drug use.

Initsfina chapter, the report presented alist of recommendations regarding acohol trestment
which represented the views of the expert committee after it had consdered the results from the
trestment - outcome literature, the survey of specidist agencies and the views of each expert.

Rather than providing inflexible rules for intervention, or detalled ingtructions for ddivery of

these interventions, the report amed to provide outlines for ided trestment gpproaches. The
expert committee emphadsed thet it is intended as a resource to encourage grester flexibility of

approach by people working in the field and to ensure awareness of the existence of trestments
which have proven to be effective.

Al1.2 A Treament Outline for Approaches to Opioid Dependence: Qudity Assurance Project.
(Mattick & Hall, 1993)

Thiswas part of the same Quality Assurance in the Treatment of Drug Dependence project,
for which areview of effective treetments for alcohol problems appears in Section AL1.1 above
(Mattick & Jarvis, 1993). A amilar methodology was used, combining an empiricd and
narrdive review of relevant reseerch, a survey of current practice, and the views of an expert
pand.

The review of the treatment -outcome literature covered the more common trestments for
opiate dependence. It induded:
detoxification;
drug maintenance treatments including methadone, levo-dpha form of methadong(LAAM),
antagonigs such as nadoxone and ndtrexone and the agonist-antagonist buprenorphine; and
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drug-free gpproaches including sdf-hdp groups inpaient and outpatient drug-free
counsdling, thergpeutic communities, behaviourd trestment gpproaches such as averson
thergpy, sdlf-contral training, sodid skills and contingency management; family therapy, and
the impact of after-care services.

Because of the smdl number of randomised controlled tridsin this domain, it was not feesble to
cary out a meta-andyss of such trids. Ingead a sructured goproach was used in which the
best avalable evidence for each treatment method was criticdly analysed. The order of
preference for dandards of evidence ran from randomised controlled trids to ques-
experimentad gudies, longitudina sudies and, findly, sngle group sudies. Where no data was
available on a procedure, commentaries were used.

The survey of current practice incduded 229 agencies (Balllie, Webgter, & Mattick, 1992)
which reflected an 80.6% response rate for the 284 agencies contacted. Variables covered
were:

assessment procedures,

detoxification methods used - medicated and/or unmedicated;

trestment god (S);

trestment methods; and

aftercare procedures

Fndly, recommendations regar ding intervention were developed, based on an andysis by
the expert committee of the review of the literature, the survey findings, and the individud views
of the experts themselves.

Thus, this report provides guiddines for best practice for management of opioid dependence,
supported by avallable evidence and expert opinion. Again it is emphasized thet these guiddines
should not be regarded as inflexible rules for intervention, and that new and innovaive
aoproaches should be encouraged and evauated scientificdly, in the interests of advancing the
trestment of opioid dependence.

A1.3 What Works? A Methodologicd Andyss of the Alcohal Treatment Outcome Literature.
(Miller et d., 1995)

This review is a broad-ranging meta-analysis of outcomes for acohol treatments described in
the literature up to 1993. Criteria for incluson were (1) treatment directed at dcohol problem,
(2) treetment compared with a control or another treatment, (3) proper procedure used to
equate groups prior to trestment, and (4) included at least one outcome measure of drinking
and/or of dcohal-related problems. 219 studies were found to fit these criteria but 8 of these
were excluded because outcome criteria were not ratable. The purpose of the meta-andyss
was not only to rate effectiveness of trestment moddities, but to consder other factors which
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may relate to the broad qudity and effectiveness measures i.e. whether quaity of study and
effectiveness outcomes are correlated, or whether aether relaes to cod, severity of problem,
sample Sze, age or gender profile.

The 211 dudies in the metaanadlyss were rated for methodologicd qudity by a rigorous 6
dage process which induded attempts to gain consensus with authors regarding the ratings
meade for thar dudies There were 12 scdes yidding categoricd ratings which were then
summeated to give the overal Methodologicd Qudity Score (MQS). These categories were:

group dlocation where a score of 4 was given for random dlocation, whilst O was given for

nonequivaent groups and 1,2 or 3 for Sudiesin-between;

qudity contral - 1 for using standardised procedures and O for no standard procedures,

folow-uprate;

length of fallow-up, with O for less than 6 months, 1 for 6-11 months and 2 for greater than

12 months;

type of contact which rated persond or telephone contact as 1 and questionnaire or

unspecified as ;

useof collaterd evidence,

objectivity in record kegping and assessment;

trestment dropout rate clearly Stated,;

loss to follow-up clearly Sated;

use of trestment blind researchers for follow-up;

use of gppropriate datidtica andyses, and

parald replications at two or more Sites with different research teams.

The highest possble MQS was 17 because group alocation, follow-up rate and follow-up
length were conddered rdaively more important and used more than the 0/1 categories of the
other scales.

Outcomes were rated using a4-point scae

- +2 for strong evidence for a specific pogtive effect eg. treetment found to be better than
no trestment, or adding the trestment is better than not adding it;
+1 for evidence for specific pogtive effect eg. comparisons between two specified
trestments, no control;
-1 no evidence for spedific pogitive effect eg. equivaent effects of two levels or doses of
the trestment; or
-2 no evidence for spedific pogtive effects - dronger designs eg. treetment no better
than no trestment control.

In assessing outcomes, this study used the intention to treat modd, even if the origind study did
not. Cumulative evidence scores (CESs) for each treatment moddity were obtained from the
211 dudies by summing dl rdevant cross-products of MQSs by outcome ratings. These are
liged, in order of effectiveness for each moddlity in Table A1, dong with number of pogtive
dudies (Np), number of negative sudies (Nn), aweighted evidence index (WEIN) derived from
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Np and Nn, MQS, mean severity of subjects in rdevant sudies (SEV) and esimated cost for
whole trestment (COST). Moddlities with two or fewer contributing sudies have been liged
separately from the rest at the bottom of the table. These results are discussed in the main body
of the review on interventionsfor acohoal.

Ovedl| Evduation

This is a wdl-desgned and thorough meta-andytic udy which adds ggnificantly to the
literature in support of effective and cost-effective treatments for problem drinking. However, it
can be criticised on some counts:

It is undear whether adequate account is made of the wide range in sample szes of the
sudies used. For example, the sudies on CRA used smdl numbers yet obtained strong
findings which resulted in a moderatidy postive CES score. With sample sizes lower than
20 (as occurred in these and severd other studies), it is difficult to have confidence in a
meeningful outcome.

The CES scores are difficult to interpret, except reative to each other and their relationship
to 0. It is not possible to talk about levels of sgnificance with the data as presented. In the
QAP (Mattick & Jarvis, 1993), measures of effect 9ze were usad to overcome this
problem and it is difficult to see why such messures were not used here.

In assessing outcomes, the CES used the “best” outcomeif there were severd eg. & 0, 3,
or 6months post-trestment. The authors admitted that usudly the shorter-term outcomes
were the strongest, S0 that the resultant CES scores are likdly to be based on quite short
follow-up periods. Length of follow-up was one of the 12 factors contributing to the QMS,
but it could have alow vaue and be associated with a high QMS. The QAP (Mattick &
Jarvis, 1993) overcame this problem by measuring effect Szes for each different period of
follow-up found in the research.

A further problem, pointed out by the authors, is that the effectiveness ratings for two
moddities may be equd and mediocre, but for different reasons. It may be that there have
been few dudies on a paticular moddaity or that there have been severd dudies with
ggnificant pogtive and negative outcomes which even out overal.
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TABLE A1l Summary of cumulative evidence scores (Table 2.4 in Miller et al. 1995).

TREATMENT MODALITY

Z
©

P

=

WEIn MQS FEV CES COsT

Brief Intervention 17 6 +26 130 25 +239 46
Social Skills Training 11 5 +15 111 38 +128 270
Motivational Enhancement 5 2 +6 136 30 +87 46
Community Reinforcement Approach 4 0 +6 133 30 +80 492
Behaviour Contracting 4 0 +6 108 38 +73 164
Aversion Therapy, Nausea 3 3 +1 103 38 +34 1330
Client-Centred Therapy 3 1 +3 938 33 +34 738
Relapse Prevention 3 4 0 126 30 +34 433
Sdf-Help Manua 2 1 +1 127 30 +33 20
Cognitive Therapy 3 4 0 10.3 36 +22 433
Covert Sensitization 3 5 -1 109 35 +18 328
Marital/Family, Behavioural 3 2 +2 134 36 +15 513
Disulfiram 10 1 +7 10.8 38 +09 637
Behavioura Self-Control Training 14 16 +10 130 29 -07 105
Systematic Desensitization 1 2 -1 110 30 -07 120
Lithium 3 3 +1 113 38 -08 411
Marital/Family, Nonbehavioural 3 4 0 124 37 -22 513
Aversion Therapy, Electrical 6 9 +1 111 38 -25 410
Hypnosis 0 4 -4 108 38 -41 738
Milieu Therapy 3 7 -3 117 36 -41 1960
Psychedelic Medication 2 6 -4 9.9 36 -45 637
Unspecified “ Standard” Treatment 0 3 -3 10.7 30 -53 738
Videotape Self-Confrontation 0 6 -6 108 38 -7 548
Antianxiety Medication 1 7 -6 74 33 -79 637
Metronidazole 1 10 -9 9.6 37 -102 637
Relaxation Training 3 11 -7 111 28 -109 120
Confrontational Counselling 0 7 -7 124 29 -125 375
Psychotherapy 1 9 -8 113 31 -127 4050
Genera Alcoholism Counselling 1 15 -14 113 34 -214 738
Educational L ectures/Films 3 18 -14 9.9 2.2 -239 135

MODALITIES WITH TWO OR FEWER STUDIES

TREATMENT MODALITY Np Nn  WEIn MQS FV CES COosT
Sensory Deprivation 2 0 +2 10.0 10 +40 92
Developmental Counselling 1 0 +1 9.0 20 +28 738
Acupuncture 1 0 +1 100 40 +20 923
Exercise 1 1 0 105 25 +9 270
Aversion Therapy, Apneic 1 1 0 100 35 0 570
ProblemSolving Training 0 1 -1 120 40 -12 164
Functional Analysis 0 2 -2 110 25 -22 164
Self-Monitoring 1 1 0 125 35 -23 20
Antidepressant Medication 0 2 -2 6.0 30 -24 457
BAC Discrimination 0 2 -2 120 35 -24 500
Cacium Carbamide 0 2 -2 10.0 4.0 -32 637
Antipsychotic Medication 0 2 -2 9.0 35 -36 637
Alcoholics Anonymous 0 2 -2 130 35 -52 0
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Al.4 Methadone Maintenance Trestment and Other Opioid Replacement Therapies (Ward et
al., 1998e)

This edited book is an update of a previous review of the research literature by the same group
of authors (Ward, Mattick, & Hal, 1992). The 1992 review covers such aress as the
effectiveness of methadone maintenance trestment in preventing illegd opioid usg, its effect on
HIV/AIDS risk, and trestment varigbles such as assessment, dose, duration, urindysis and
counsdling. Mantenance during pregnancy and the withdrawa Strategies were aso researched.
Thisorigind review processinvolved identifying and criticaly reading the rdlevant literature from
Psychlit and Medline as well as hibliographies from this literature, from researchersworking in
the fidd and from the library of the Audralian Council on Alcohol and Other Drug Associgtions.
The draft review was then commented upon by a pand of experts working in the fidd of
methadone maintenance in order to detect omissions, arors in interpretation and how well the
review fitted with their dlinical experience. The draft was then revised on the bads of thee
comments.

The new edition is, however, broader than the firg edition in thet it includes opioid maintenance
trestments other than methadone. It has dso changed format from a review to an edited book
with contributions from practitioners and policy makers in the field. The book provides a dear
and cogent summay of the origins and ethicd bases of opioid mantenance as wdl as
summarisng the results of research on outcomes, process and related issues. This review dso
covers pdient factors which may influence outcome, codt effectiveness, factors affecting
ddivery, g&ff traning condderations and methadone maintenance in prisons.

Chepter 1 (Hall et d., 19984) deds goecificdly with the effects of methadone mantenance on
heroin use and cime. Randomised contralled trids (RCTs) were not standard research
procedure prior to the introduction of methadone maintenance and asiit quickly became widdy
avalable, there arose an ethicd issue regarding withholding the trestment in order to obtain a
control sample for “research purposes’. Because of the paucity of randomised controlled trids
to provide eMdence of the efficdency of methadone maintenance, the summary of the outcome
research in this chapter dso includes observationd studies - both controlled compearative and
pre-pos sudies. Apart from a shortage of good RCT evidence, the authors argued thet it is
important to incdlude data from quas-experimental sudies in order to judify the inference thet
individuds induded in RCTs are comparable to those recaiving trestment in practice. The leve
of rigour of the various sources of evidence is dearly evauated throughout.

Chapter 2 (Ward et d., 1998b) reviews the evidence regarding methadone maintenance and
HIV and infectious hepatitis. Studies which assess the effects of methadone maintenance on
rates of HIV infection and injection rdaed risk behaviours are evaduated separately. The third
chapter (Darke, 1998) reviews the literature regarding factors which moderate MM trestment
outcome, which fal into three main areas drug use other than heroin, psychopathology and
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methadone dose diverson. Chapter 5 (Ward & Sutton, 1998) evauates various issues rdating
to edimaions of cod-effectiveness - in paticua the raionde for deermining cost
effectiveness, and the types of andyses tha can be employed — as wel as providing an
overview of the rdevant literature. Chapter 6 (Mattick et d., 1998a), the find chapter on
outcome, reviews the literature on dternative opioid replacement trestments for heroin abuse.
The dternative trestments reviewed are LAAM, heroin, buprenorphine, ndtrexone and
injectable (cf. ord) mantenance.
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A2 LARGE-SCALE STUDIES

There has been a number of large and important trestment outcome Studies reported for drug
and acohol. While not randomised controlled trids, the Sze of these Sudies warrants detailed
condderaion of thar findings.

A2.1 The Cdifornia Drug and Alcohol Trestment Assessment (CALDATA) (Gargteinet d.,
1994)

CALDATA is alarge-scde before after gudy of the effectiveness, costs and overdl economic
value to soaety of drug and acohol trestment in Cdifornia In the first phase of the sudy, a
random sample of 3055 individuas was sdected from the gpproximately 150,000 individuals
discharged from treastment between October 1991 to September 1992. In the case of
methadone maintenance, those selected were in trestment for the identified period. Trestment
records were accessed in order to provide additiona information and to verify sdf-report data
obtained during the follow-up period. This sample was sdlected such that it represented dll
participantsin the following trestment groups (bracketed is the number of programs accessed):

resdentid programsin generd (21);

socid modd recovery houses (23);

outpatient nonmethadone (29);

methadone maintenance outpatient (18); and

methadone trestment and detoxification which can be both resdentid and
outpatient (19).

While the resdentid and outpatient nonmethedone programs tended to treet the whole range of
addictions, the socid modd was redricted to doohol and/or stimulant dependency and
methadone trestments to opioid dependency.

The sacond phase of this program involved interviewing those members of the selected sample
who were contactable during the next 9 months (N=1859; 61%). These interviews occurred on
average 15 months after trestment, extending to 24 months for those on continuing methadone
treatment.
Outcomes

Usage of alcohol and drugs

A reduction in use in an average of 40% of dl those interviewed for dl drugs and dcohol
was reported for the period of the studly.
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Trestment for simulants was about as effective as for dcohol and both were somewhat
more effective than heroin treetment in reducing use.

Personal/sodal function

There was a dgnificant (17%) improvement overdl in sdf-reported hedth which was
veified by Sgnificant decrease in hospitdization rates (see bdow).

There was no overd| postive effect for persond economic Stuation.

Employment was pogtively affected by longer length of trestment Say.

Public health & safety

Treatment resulted in a two-thirds dedine in leve of crimind activity in the sample. There
were sgnificant reductions for dl treetment modalities with grestest reductions for the socid
modd recovery participants and leest for the discharged methadone group. The longer time
Spert in trestment, the greater the reductions in crimind activities. Participants whose main
drug was acohol showed greater reductions than those using heroin. Sex, age and ethnicity
did not relate to reduction in crimina activity due to trestment. (However see note below re
datidica andyses)

There was an gpproximatdy 1/3 reduction in hospitdizations as well as improvements in
other hedth indicators.

Paradoxicaly trestment led to increased public medica insurance rebates, as trestment
qudifiesindividuas for disability coverage in Cdifornia

Cost effectiveness

This was consdered from both the taxpayer's and overdl society’s points-of-view. Costs
to soaety indude the crimind justice system, victim losses resulting from predatory crime,
hedth care utilisstion by users and logt legitimate earnings of usars. Codts to taxpayers
indudes dl the above minus earnings of user but induding income tranders i.e. taxpayers
money being spent on substance abusers

The sudy found that codts to taxpayers of treating the 150,000 users represented by this
study was $US209 million; while benefits during trestment and in the year after were worth
approximatdy $USL5 hillion, due largdly to decrease in crime. The benefits of drug and
acohaol trestment were shown to outweigh cods by ratios of from 4:1 to more than 12:1
depending on drug and trestmen.

Savings to society were lower with cost-benfit ratios ranging from 2:1 to more than 4:1 for
al treetment moddlities except discharged methadone recipients.

Overd| Evdudtion

The study design presents some problems which were addressed to a grester or lesser extent
by the authors:
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39% of the randomised sample could not be interviewed. However, careful comparisons of
the responding and non-responding groups led the authors to conclude that |oss of sdected
sample participants to follow-up was due to factors unrdated to type or qudity of trestment
or to individud risk factors.

Information was obtained in the one interview which, for pre-trestment information, required
retrogpective recdl of activities carried out up to 3 years prior to interview. Inherent biases
in retrogpective recdl may have influenced outcomes. Consdering thet the mgor concluson
of the sudy is that it is cost-effective to treat addictions and thet this is due largdy to
participants esimates of their before-and-after-trestment crimind activity, then if thereisa
tendency to under-report recent crimind activity the results may be spurious. The
researchers excluded the lagt 30 days crimind activities because of such concerns but this
may nat have been sufficdent to remove this highly rdevant confounding factor.

There gppear to be no corrections made for the large number of ttests carried out in the
sudy. However, virtudly dl before-after differences are large and sgnificant which means
that it is likely that this data reflects consderable improvement over the range of outcome
variables

The study would have had more drength if multiple regresson andyss was used instead of
a series of ttests and ANOVAs. Demographics such as sex, age, ethnic/socid background
need to be controlled when drawing concdusions about other variables in the sudy. For
example the udy found Sgnificant differences for sex and ethnic group on types of drug
used, which means that the various trestment programs sudied would have dfferent
compadgtions of these factors. Furthermore, comparisons between programs which treat
mainly heroin users and those which treet acoholics may be ingppropriate if they are quite
different demogrgphicdly. If participants in the socid modd program tend to be dcohal-
dependent then the greater improvement in employment satus for this group pod-treatment
could well be a sodid dass effect. So dthough they went to greet lengths to have a sample
representative of the trestments used, they have falled to control for other sgnificant factors.

Even though the pre-post- design helps contral for individud differences, it does not teke
into account placebo effects What such a dudy is able to demondrate is that some
atention leads to sgnificant economic benefit and possbly more atention leads to more
economic benefit. Other Sudies discussed later in this review use controlled designs which
enables them to tease out factors which are most likely to influence trestment outcome more
effectively.
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A2.2 Matching dcoholism treatments to dient heterogeneity: Project MATCH podtrestment
drinking outcomes(Project MATCH Research Group, 1997).

This study was designed to test the effectiveness of matching three different psychothergpeutic
trestments for adoohol dependence to paticular dient atributes The basc "matching
hypothesis' was that dients who are gppropriately matched to trestments will show better
outcomes than those who are unmatched or mismeatched.

Two pardld but independent randomized dinicd trids were undertaken. One trid used dients
enrolled for outpatient thergpy (N=952), while the other involved dients who had undergone
resdentid trestment for a leest 1 month prior to the sudy and were classfied as beingin
aftercare (N=774).

Treatment drategies, dient matching variables and the specific hypotheses for the Sudy were
based on theoretical consderations and prior empiricd findings.

Three trestment drategies were compared. Cognitive Behaviourd Coping kills Thergpy
(cognitive behaviourd thergpy) is based on socid learning theory which assumes that dcohol
abuse gems from life experiences and poor learning of life skills, and thus trestment addresses
ills defidts and ocoping with gdtuations where rdgpse is likdy to occur. Mativationd
Enhancement Thergpy (MET) focuses on motivationd drategies which are amed a mobilizing
the individud's own resources rether than specifying a particular path to recovery. Twelve- Step
Fadlitation Thergpy (TSF) is based on the concept of dcoholism as a piritud and medicd
disease and ams to fodter participation in traditiond fellowship activities of AA Each therapy
was individudly administered and protocols were specified in detalled thergpy manuds.

An extensve review of the literature yielded the following dient characteritics to be usad as
meatching varigdles:

severity of dcohal involvement,
cognitive impairment,

client conceptud levd,

gender,

meaning seeking,

moativationa readiness to change,
psychiatric saverity

socid support for drinking
sociopathy, and

typology.

131
7.0 APPENDICES: LARGE-SCALE REVIEWS AND STUDIES T



The primary outcome measures were percent days abstinent (PDA) and average number of
drinks per drinking day (DDD); and these were usad to test Sxteen specific matching
hypotheses which were generated from the review of previous research findings.

Subjects were interviewed intensvely prior to random assgnment to trestment condition. They
were then interviewed at the end of treetment (3 months), and at 6, 9, 12 and 15 months after
entry to the study. Collater messures and tedt-retest interview measures indicated that
interviewer assessments were both reliable and vdid.

Outcomes
Usage of alcohol and drugs

[rrespective of trestment Srategy, there were substantid pogtive changesin PDA and DDD
for both aftercare and outpatient subjects which were largdy sustained over the 12 month
follow-up. For example, prior to trestment, after- care patients were abgtinent gpproximeately
20% of days per month, while a post-trestment and at 15 months this became 90% days
abgtinent per month. The relative figures for outpatient subjects were goproximatdy 23%
pre- and 80% post -treetment.

No congstent and dinically meaningful differences were found between the three trestments
in either group.

The sudy found little support for the matching hypothess. Only one atribute showed a
sgnificant interaction between persond attribute and trestment type. For the outpatient
group low psychiaric severity showed more abdinent days with the 12-step (TSP)
trestment than with the cognitive behaviourd thergpy gpproach.

Ovedl Evduaion

As the authors noted, the generd lack of support for the matching hypothess from this study
does not require outright rgection of the hypothess. The sample wsed pedificaly excluded
codependent subjects and the homeess who would be regarded as a greeter than average risk
on a variety of measures. It is dso possble that trestments for illiat drug abuse may fit the
meatching hypothesis. The use of rigorous manud-guided and individua trestment proceduresin
this sudy has possbly ensured a maxima success rate with little room for matching effects to
emerge.

For the purposes of evauding the cos-effectiveness of trestment, this Sudy did not include a
no-trestment control group and o there is no direct measure of the efficacy of the three
trestments used nor of trestment in generd. Hence measures of the codt-effectiveness of the
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procedures trialed cannot be obtained. However, as noted in the report, the sriking decreasein
drinking following trestment suggests that participation in any of these treatments will leed to
subgantia and sugtained changes in drinking which, in turn, would have persond, public hedth
and thus economic benefits.

A2.3 The Nationd Treatment Outcome Research Study in the United Kingdom (NTORS): Six-
month follow-up outcomes (Gossop et al., 1997)

NTORS is the firsd broad-based dudy of treatment outcomes caried out in the United
Kingdom (UK). Ffty-four treetment agencies were chosen for the study in order to represent
the four main trestment modadlitiesin the UK. Eight inpatient drug dependence units (DDUS), 15
resdentia rehabilitation units, 16 methadone maintenance dlinics, and 15 methadone reduction
programs yielded some 1075 problem drug users. Participants were sdected from those who
met indusgion criteria from consscutive admissons to each agency during the 5 months from
March to July 1995. Indusion criteria were (a) sarting a new treatment episode, (b) presenting
with a drug-related problem, and (c) able to provide an addressin the UK for follow-up. Those
with a primary diagnoss of dcohol dependence and those who had been previoudy enrolled in
the sudy were dso excluded.

Inpatient DDUs terd to be unigue to the UK and typicaly focus on illiat drug (usudly opiate)
problems. They are basad within psychiaric hospitds and provide medicaly supervised
detoxification dong with some psychosocid rehabilitation. Duration of trestment programs
ranges from 2 weeks to 3 months. Rehabilitation units are represented in the UK by 12-step
abgtinence-based programs, thergpeutic communities, Chrisian houses, and generd houses.
They tend to be resdentid, often rura-based, and provide intervention and support services
amed a changing the individud's lifestyle. Mogt require the participants to be drug-free on
entry. Trestment length varies from severd weeks with after-care to more than ayear. In the
UK, Methadone maintenance programs can be adminidered through specidigt dlinics or
through independent generd prectitioners, and can involve nonsupervised or supervised
(Structured) methadone adminidration. Methadone reduction programs are abstinence
oriented and may vary in duraion from a few weeks to many months. Reduction schedules may
be fixed by the prescribing agency or may involve some negatiation with the individud.

Data was collected a intake and 6 month follow- up usng amanuak guided structured interview,
which covered paiterns of drug and acohol use, hedth risk behavior, readiness for trestment
and mativation to change, physicd hedth problems, crimind behavior, and trestment history.
Urine samples were dso taken from 50% of gtes for comparison with sdf-report data. High
rates of concordance were found between these two measures across dl drug groups.

A total of 809 patients (75.3%) were contectable for the 6 month's follow-up interview - some
43% 4ill being in ther index trestment episode.
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The most frequently reported problem drug for al participants was herain, ranging from 72% of
those in resdentid trestment, 85% in inpatient DDUS, 91% in methadone maintenance to 98%
in methadone reduction. Many of the dients reported excessve acohol use and virtudly dl

were polydrug users. Those not contacted at follow-up tended to have higher numbers of days
of heroin usage in the 3 months prior to intake than those contacted.

Outcomes

This paper is the first of saverd to be written to report the outcomes of NTORS. It covers
immediate (6-month) outcomes with regard to usage of drugs only. Measures compared over
the 6-month period were use of heroin, cocaine (dl types), crack cocaine, amphetamines illicit
methadone, acohol on a daly bads injecting behavior and sharing of njecting equipment.
Results regarding other rlevant outcome messures relating to persona/socid functioning, public
hedth and safety, and cod- effectiveness are to be the subject of later reports. The project has
a0 been extended to indude follow-up over a 5year period with a mid-term report a 23
years.

Usage of alcohol and drugs

At 6 month follow-up sgnificant reductionswere found in:

- theuse of illicit opiates (heroin and illicit methadone) with the proportion of dients regularly
using, and the frequency and amount of usage, dropping Sgnificantly a dl four moddities,
injecting drug use and needle sharing in al moddlities
amphetamine use in the methadone maintenance group, and
the use of dl categories of simulants and daily drinking in the rehakilitation group.

As the researchers pointed out, the rehabilitation group for which mogt improvements were
found aso comprised those people most likely to be abusing simulants and acohol and to have
shared injecting equipment prior to intake.

Oveadl Evduation

There was aloss to follow- up of 24.7% of the sample which is considered modest with the type
of groups being sudied. The authors damed that there was no fundamentd differences between
contacted and non-contacted group, so there was no need to adjust data for loss to follow-up.
However, their data showed that a greater proportion of the more frequent heroin users may
have been logt, which may limit the generdisability of their findings.

The authors stressed the importance of avoiding direct comparisons between moddities
because of lack of knowledge about sdf-sdection for particular moddlities, and order effects of
trestments. They found that there was a tendency for dients to have tried community-based
programs firs, before proceeding to resdentia programs. They aso point out thet different
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findings between modalities is likely to reflect differences in the types of dient atracted (age,
previous trestment, severity of dependence, persond/socid influences, etc). Also within
modditiesthereislikely to be adiversty of trestment approaches which is not consdered in this
report.

Effects of trestment on physicad and psychologicd hedth behaviors sodd functioning and
crimind behavior and the reporting of further autcomes for usage from NTORS over the next
five years will be of condderable practicad and research interest. Importantly, as found with the
CALDATA dudy inthe US (Gergein et d., 1994), it islikely that consderable cost benefits
will accrue, smply from these more immediate reductions in hazardous drug-taking behavior.

A2.4 The Drug Abuse Treatment Outcome Study (DATOS) inthe U.S.: 1-Y ear Follow-up.
(Hubbard et d., 1997).

The Drug Abuse Treatment Outcome Study (DATQOS) isthe third and most comprehensivein a
sies of nationd community-based trestment outcome studies sponsored by the Nationa
Inditute on Drug Abuse (NIDA) in the U.S (Hynn, Craddock, Hubbard, Anderson, &
Etheridge, 1997). Thefirg sudy in this series was the Drug Abuse Reporting Program (DARP)
which collected data on 44,000 dients entering trestment between 1969 and 1973 and st the
dandard for longitudind field-based research on drug trestment effectiveness (Hetcher, Tims, &
Brown, 1997). The second study in the series was the Treatment Outcome Prospective Study
(TOPS) which was an expanson of DARP to obtain more patient and program informetion for
the cohort of dients entering trestment between 1979 and 1981 (n=11,000).

Both of these gudies demongtrated reduced usage following trestment, and thet length of Say in
a program pogtively influenced outcome. A minimum say of 3 months was necessary to
produce pogtive changes - beyond those firg three months, outcomes improved with time spent
in treetment. TOPS aso demondrated the cogt-effectiveness of trestment as a consequence of
decreased predatory crime, both during and following treetment; and that legaly mandated
trestment could be effective in interrupting criminal and drug abuse careers. The authors point
out that the focus of DATOS has dtered to reflect (1) changes in preference for particular
drugs, in paticular the increased cocaine and crack cocaine use in the U.S,; (2) increased
concerns regarding HIV infection; and (3) the reduced availability of treatment services in a
system increasingly domineated by managed care Srategies.

Description of the Study

DATOS is a multi-Ste progpective cohort study of adults entering drug and dcohal trestment
across the U.S. between 1989 and 1996. Overdl, an initid sample of 10,010 individuds was
identified from 96 trestment programs in 11 cities. Participants were reguired to complete two
90-minute, dructured interviews approximately one week apart (Intake 1 and Intake 2). The
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Intake 1 interview obtained basdine data on sociodemographics, drug use and other
behaviours. The Intake 2 interview assessed psychiaric datus, hedth satus and socid
functioning.

Intrestment dient-level data was collected by sructured interview for those il in trestment at
3, 6 and 12 months, and a 12 months pogt-trestment. It was planned to further interview this
cohort a 36 months pogt-trestment. Information on treetment programs was obtained through
director-counsdor questionnaires. This included information on trestment philosophy, services
available, progran policies and procedures, client characterittics, retention and dropout,
daffing, casdoad Sze, treestment planning and aftercare, and practices reaed to methadone and
other medications.

Programs were sdected such that they represented dinica tresiment in typica community-
based programs offering a wide array of services in medium to large dities in the U.S. The four
mqor trestment modalities covered by the sudy were:
outpatient methadone treatment (OMT), induding private for-profit freestanding
methadone programs, non-profit community-based programs, hospital-bassd community
clinics, and county-managed dinics or programs,
long-term resdential (LTR), induding traditiond and modified thergpeutic communities
and other long-term programs requiring more than 6 months in-residence trestmernt;
outpatient drug-free (ODF), induding thergpautic community-managed outpatient
programs, non-profit community-based organizations, crimind jugtice programs, mentdl
hedth programs for substance abusers, short-term managed programs, and private for-
profit programs, and
private/public short-term inpatient (ST1) chemicd dependency programs, including
freestanding for-profit and non-prafit short-term chemica dependency programs, public and
non-profit hospital settings, and county-managed programs.

The fallow-up sample was sdlected from those 8110 participants who completed both intake
interviews and who were from programs with more than 20 dients. The latter restriction was
imposad due to the limitations amdl numbers place on andyss and to amplify follow-up
procedures. In dl 76 programs were represented (21 OMT, 19 LTR, 24 ODF and 12 STI).
The follow-up comprised 4786 dients, dratified and randomly chosen to include at least 1150
for each trestment modality; and weighted toward clients who completed - and 3-month in-
treatment interviews. Of these 4786 dients, 557 were deemed indligible due to inaccessibility or
incapacity. Of the remaining 4229 dlients, 70% (n=2966) were interviewed successfully at 12
month follow-up.

A random sample of 25% (770) of follow-up participants was sdected to have urine testing and
samples were successfully obtained from 80% (618) of these. Drugs screened for in the urine
tes were amphetamines, barbituraies, benzodiazgpines, cannabinoids, cocaine metabolite,
methaguaone, opiates and phencydidine. These measures will be usad to assess the rdidility
of the Hf-report datain alater report.
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Outcomes
Usage of alcohol & drugs
(a) Changesin Usage from the preadmission year to the follow-up year.

Usage in preadmisson and followup years for each moddity is shown in Table A2. Ascan be
seen, there are mgor reductions in most types of drug use across dl moddities. In OMT, the
percentage of dients using heroin weekly or daily (89.4%) had reduced to athird of thisvauein
the folow-up year (27.8%). For this same moddity, cocaine usage dmost haved (41.9 to
21.7%), whilst marijuana and acohol use did not change markedly. In LTR, usagein dl drug
categories reduced by hdf to two-thirds between preadmisson and follow-up years and in
ODF ad STI, marked reductions were found in the use of al drugs.

The authors pointed out that improvement was dso seen for those who completed intake and
remained in trestment for less than aweek, which can be attributed to mativation and other non-
trestment factors. Hence, in an attempt to account for these confounding factors, this sudy next
conddered effects on usage and length of trestmernt.

(b) Usage and Treatment Duration

Chi-square comparisons were made between individuas who sayed in trestment from 1 week
to less than 3 months, and those who stayed more than 3 months, in OMT, LTR and ODF
modalities, and between those who stayed less than 2 weeks, and those who stayed more than
two weeks, in ST1. However, of greater interest are the results of multivariate logigtic regresson
andyses which compared usage rates for a minimal
(basdine) treatment stay with various specific retention and podt-treatment periods. Table A3
gives the rdlevant time periods and odds ratios (ORs). An OR indicates the odds of drug use
and other behaviours reaive to the base estimate of 1.00 for dientsin trestment for lessthan 3
months, except for STI dients, for whom the base was dients in treetment for less than two
weeks. ORs of less than 1.00 indicate decreased odds of usage while ORs of greater than 1.00
indicate an increase in such odds. According to the authors, this andys's Srategy enables aclear
datement of the likelihood that various lengths of exposure to trestment for this sample were
relaed to important dlinicad and sgnificant datisticd reductions in the odds of drug use and other
behavioursin thefollow-up year.

This anadlysis confirmed conclusions drawn from the descriptive data described above, and dso
findings from the earlier TOPS dudy. Clients who gayed in OMT until the fallow-up period
had an OR of .24 for weekly or more frequent heroin use a follow-up compared with dients
daying less than 3 months (p<.01). Furthermore, the odds of weekly or more frequent
marijuana use for long-term OMT dlients was sgnificantly decreased. However, the odds of
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heavy dcohal use sgnificantly increased for those who stayed between 3.6 months, compared
with the 03 months in OMT. This effect decreased with greater trestment time. With other
factors taken into account, OMT had no Sgnificant effect on cocaine use, despite the reduction
reported in (a) above a 12 months posttreatment.

The numbers in the heroin usage groups were too low to permit meaningful analyses in the other
three moddities. Sgnificant improvements in ORs for cocaine usage were found for the LTR
modality. These ORs improved with time in trestment. Smilar progressve improvementsin ORs
were found for marijuana and dcohol groups. This supports the notion thet there is a broad-
basad effect of time in trestment in such programs. There was dso support for a pogtive effect
of length of gay in ODF programs across dl drug groups. However, there was no evidence of
an effect of time in drug trestment for the ST1 group. So, gpart from the STI moddity, the
above findings suggest that treetment of sufficient duration improves the odds of change in drug
use

Other behaviours

For OMT, the probability of predetory illegd activity and sexud risk behaviour haved podt-
trestment (Table A2), while suiciddl thoughts/attempts, percent in less then full-time work, and
percent with other hedlth limitations did not dter sgnificantly. However, as shown in Teble A3,
when other influentid factors are contralled, there were no sgnificant effects of trestment
duration in OMT dients for hedth, sexud risk and crimind behaviour gpart from an increesed
probability of illegd activity in those leaving treatment after 3-6 months. Overdl, therewasllittle
change in other non-drug behaviour beyond that associated with improvements in heroin usage
for the OMT group.

In LTR, large reductions were dso found for percent with suicidd thoughts/attempts, illegd
activity and sexud risk, but negligible reductions were found in percent in full-time work and
with other hedth problems. From the logidtic regresson andyses (Table A3), length of day in
LTR was found to be predictive of decreased odds of predatory illegd activity and incressesin
full-time employment. In the ODF group, there were marked reductions in the percent of dl
other behaviours gpart from involvemert in less then full-time work. The proportion with hedth
limitations decreased mogt for this modality, from 284 to 16.8%. The multivariate andyss for
this moddity found improved odds of long-term employment and decreased odds of suicidd
idegtion. No other improvements in ORs - for pod-trestment behaviour compared with
behaviour in the first 3 months - were found for either LTR or ODF moddlities

Despite large changes in the percentages of mogt other (non-drug) behaviours for STI, the
logigtic regression andlysis found no sgnificant improvement in ORs of posttrestment behaviour
compared with behaviour in the firgt two weeks of trestment.

Ovedl Evduation
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Thisis a very broad-based sudy, many aspects of which are not covered in this summary. Not
covered here are the sudies rdaing to program diversty and retention rates (Smpson et d.,
1997a) and in-depth andyses of trestment retention (Simpson, Joe, & Brown, 1997b) and
trestment careers amongdt dients (Anglin, Hser, & Grdla, 1997). Thereisaso further research
planned for this cohort of individuds and many concerns regarding trestment are yet to be
addressed.

The problem of following a sngle cohort with no control is addressad in this sudy by treating
behaviour in the firg three months (or 2 weeks with ST1) as the contral in the multiple logidic
regresson andyses. This gppears to be an arbitrary choice of control period and it is not clear
that the effect of such acontrol procedure would be equivaent to atruly controlled study.

Smilaly as the authors pointed out, neither the programs involved, nor the clients sudied
randomly represent dl drug programs, and dl drug abusersin trestment.

Of the 4786 dients targeted for follow-up interview, 2966 (62%) were interviewed
successfully. This attrition rate was accounted for by: 557 (12%) located but deemed ather
inaccessible or incapable of responding; 64 (1.5%) deceased, 117 (2.7%) refused to be
interviewed; and 1082 (23%) were not located. The bias due to atrition is to be assessed in
future andyses by the DATOS team, but this large dropout rate makes it even more difficult to
genardise about causdity from the Sudy.

Onefind criticdam of the study is the use of sdf-report data, but as the authors point out, despite
the presence of bias in such data, sdf-reports are the only means of assessng the complex
cognitive and behaviourd issues surrounding drug abuse. The urine andys's sub-sudy will
provide ameasure of biasin reporting of usage data, but this has yet to be completed.
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TABLE A2 (modified Table 2, Hubbard et al. 1997) Drug Use and Behavioursin the Preadmission and Follow-up Y ears by Modality

Outpatient Methadone Long-Term Residential Outpatient Drug Free Short-Term | npatient
Treatment (OMT) (LTR) (ODF) (ST1)
Preadmission | Follow . Preadmission | Follow- . Preadmissio | Follow-u . Preadmissio | Follow-u .
Year up Year Ri?;ve Year up Year Re}lqz;(ve nYear Year P ReRIie;tjl(ve nYear Year P ReRIizﬁl(ve
(p=% of (f=% of (p=% of (fF=% of (p=% of (f=% of (p=% of (f=% of
Drug_j Use/Other Behaviour N=1203) n=727) (/) N=2293) n=676) (f/p) N=2000) n=764) (/p) N=2613) n=799) (P
Heroin® 894 278 31 17.2 58 28 59 33 .56 7.0 22 31
Cocaine® 419 21.7 52 66.4 221 33 41.7 183 44 66.8 20.8 31
Marijuana’ 17.1 139 81 283 127 45 254 85 33 30.3 105 .35
Alcohol’ 14.8 16.3 110 40.2 18.8 47 310 15.1 49 48.1 19.7 41
Suicidal Thoughts/Attempts 16.6 12.7 77 236 132 .56 19.3 114 59 310 16.3 .53
Predatory Illegal Activity 28.6 13.7 A48 405 159 .39 219 141 64 259 105 41
Sexual Behaviour Risk 252 12.9 5l 478 284 .59 34.6 220 64 413 217 .67
Less than full-time work 84.9 818 .96 87.6 77.0 .88 818 75.7 93 67.0 63.8 95
Health limitations 39.7 347 87 29.1 24.9 86 284 16.8 .59 36.5 25.1 .69

Note. Preadmission year data are reported for the follow-upframe(N), and follow-up year data are reported for the weighted sample of respondents (n).
*Weekly or more frequent use of drug during the 1-year period.Weekly or more frequent use with five or more drinks at asitting.

Outpatient M ethadone Treatment Long-Term Residential Outpatient Drug Free | Short-Term Inpatient
OMT (n=727) LTR (h =676) ODF (n=764) STl (n =7%9)
3-6 More than Still in treatment 36 6-12 More than 36 More than More than
Dependent Variable months | 6 months® in follow-up year months | months 1 year months | 6 months 2 weeks
Heroin® 110 0.73 0.24** —* —* —* —* —* -
Cocaine’ 0.99 122 0.70 0.60* 0.23** 0.17*** 050+ 0.29** 1.02
Marijuane 041 044* 0.49 0.67 045* 0.16* 0.95 0.29** 242
Alcohof 273 167 1.16 0.60 0.21** 0.10*** 0.86 0.43** 0.86
Suicidal Thoughts/Attempts 1.63 0.86 0.99 1.38 102 0.77 0.80 040* 151
Predatory Illegal Activity 311* 216 0.99 0.86 0.37+* 0.30* 144 0.58 0.71
Sexual Behaviour Risk 154 159 0.96 091 0.95 1.46 0.34 0.68 0.93
Less than full-time work 103 112 110 0.76 0.40*** 042¢ 115 056* 0.90
Health limitations 091 0.64 0.96 167+ 0.83 1.28 122 1.39 116

®More than 6 months but not still in the same treatment program at follow-up.

“Number of heroin usersin modality too small for meaningful analysis.

*p<.05; **p<.0l; ***p<.00L

"\Weekly or more frequent use of drug during the 1-year period.
%Weekly or more frequent use with 5 or more drinks at asitting.
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