Evaluation of Naltrexone
Therapy as a viable
option in Heroin
withdrawal



PAGE INTENTIONALLY BLANK



Table of Contents
FOREW ORD ......cuunnnrriiiiinissssssnnsssssscsssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssss I
EXECUTIVE SUMMARY ...ctinnrvnnnriiiiccssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssss 3
PHARMAGCOTHERAPIES...........iiinnnnnniiiiiisscsnnnssteniccsssssssssssssssscssssssssssssssssssssssss O

Opioid SUbStItUtioN TrEAtMENt. . ciiiiiiiiiiiiiiiiiiiiiiiiiiiiiiniiniennttnnsesssssssssssssssssssssssssssssssssssssssssssssssssssssssssss 6
INAIFEXONE..cciieiiiinnietteeeeciisssstetteencsissssssseeteescsssssssssastessssssssssssssssssssssssssssasssssssssssssssssssssssssssssassssssssssssnns 6
PHARMACOTHERAPY STATISTICS & PROVIDERS.........ieieeecccissssnnnneeeeeeeees 8
Treatment PoPUlation.......cceeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeceeeeeeccessscscssssssssssssssssssssssssssssssssssssssssses 8
PresCribers.. . eeiiiiinittirtienccinntttieenccnnettteeteeesessssansseettesssssssssasasssssssssssstasasssssssssssssasasesssssassnns 8
Prescriber ACCreditation .......eieeeeciiiiinnieieencniiinineeteeeccssssssneeeeecsssssssssseesssssssssssssssssssssssssssssssssssssssssnns 8
FACTORS IMPACTING USE OF NALTREXONIE .........cceeieeiiiinnnnnnnneeccecccssssnnnneeeees 9
Abstinence vs. Opiate Substitute Treatment..........ueeeeeeeeeeeeeeneeenieeeeeeeeeeeeeieeeieeeeeteeeeseeeseesescscssssssssssses 9
Language and Terminology..........ueeeniennnnnninnninininennnnnnnnnnennnnnennsssssssssssssssssssssssssssssssssssssssssssssssssss 9
Bias, Value Judgements and PhilOSOPRIES ...ccuuuuuiiieiieciiiiinneietieciiininnnneeeeccisssssneeteesccsssssssssseeescsssssnns 9
Limited ReSEArcCh .......cccioiinnnniniiiiieniiiiiieteteenininininteeteescssssssnneeeeessssssssssseesssssssssssssssessesssssssssssassssssses 10
MEDIA AND COMMUNITY IMPACT ....rreriirecccsssnnnnnneeeeccssssssssssasssssssssssssssassees | 2
Client Anecdotal Support & Media / Community IMPacCt.....ccciiiiiiiiiiiiiiiiiiiieieicinieiccnnscsnscssesssssssesenes 12
Client Anecdotal Opposition & Media / Community IMPpact....ccccevnnneeeeeeccciiisinnneeeeecccsssssnnseeceeccnns 13
EVIDENCE FOR NALTREXONE .........nnnnnenennenneeeeeessesssssssssssssssssssssssssssssssssses 14
Research Data - Effective in DetoX .. uieiieeiiiiinnnneetieciiisssinneeeeecssssssssseeeeessssssssssssessssssssssssssassssssses 14
Research Data - Effective in Maintaining Abstinence ................uuuuuuuueennnnnnnnnnnnnnnnnnnnnnnnnnnnnnnenenenenennne. 14
Naltrexone treatment for already abstinent Heroin USers ..............uuueeeeeeeeeeeeneeenennnnneeneneneneeenenenenes 15
Naltrexone treatment after rapid detoXification.....cccceevvuueeieeiecciiiisnneeeeeccssssssnneeeeecsssssssenseeceeccnes 15
Naltrexone treatment after conventional inpatient detoxification......................uuuuuuuuuuunnnnnnnnnnneee. 15
Sustained Release Naltrexone improves outcomes & retention in treatment .......ccceeeeeeeceeecceenenes 16
Treatment MAtCRING .....iiiiiiiiiiiitiieieciiittteeecciiitieeteescssssssssstetsessssssssssssesssssssssssssssessssssssssssssases 17
EVIDENCE AGAINST NALTREXONE .........ctttiiiiiinnnnnnnnnenecccsssssssnanseescsssssssssssneees | 9
Research Data - Ineffective in detox & adverse eVents.........eiiieecciinnnneeiiienicnssnnneeeeienccssssnnneeseensees 19
Research Data - Ineffective In Maintaining Abstinence...................uuuuuuuununnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnennnnn. 21
COMIMIENLS: cuueiieieeiiiiiinnneteeeccsssssssneeeeescsssssssssaetessssssssssssaessssssssssssssasssssssssssssassessssssssssssssssssssssssssssasssssssss 24

Costs V Benefits diagrami. . iiiiiiiiiiiiiiiniiiiiinniinniniinnnnninensnssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssss 32
Cycle of Addition diagram ....iiiiiiiiiiiiiiiiiiiiiiiiiiiniiniinniniisnsnnisnssssssssssssssssssssssssssssssssssssssssssssssssssssssssss 33
Needs and EMotions diagrami.....cceeuiieieiieciniiininneeteeccssssssssnteesessssssssssssessssssssssssssssssssssssssssssassssssses 34
Grief Cycle diagram. .. iiiiiiniiinininiiiiiiiniiinieinininnnssessessnssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssss 35
ACLION PIAN cocccanaeeeereiiienicnntnttiienncnnnttttttieecsninnestetesssssssssnsssenssssssssssssssassssssssssssasasssssssssssssassssssssssssnns 37
StageSs Of CRANGE...uuuuuuuiiiiiieiiiintttteeecniinutteeteesesssssssttetsessssssssssstesssssssssssssseessssssssssssssssssssssssssssassssssses 38
Pharmacotherapies opiates diagram ........cceeeiiininineieieeniiiiininnieteeccsssssssneeeeessssssssssssessesssssssssssessssssses 39

Harm MINIMUSAtioN ... eeeceeeiieeieenicenereeencceeccceescesscessscsssscsssecsssssssscsssscssssssssesssssssssssssssssssssssssassssassssnse 40



Naltrexone Therapy Report




Naltrexone Therapy Report

FOREWORD

The Social Responsibilities Committee of the Anglican Diocese of Brisbane from time to time
conducts research and advocates on substantial social issue. Matters come to the attention of
the Committee through references from the Archbishop and others, and from the knowledge
and interests of Committee members.

Representations in regard to the appropriateness or otherwise of Naltrexone as a treatment
for opoid addiction have been made to the Committee. In order to properly respond to those
representations the Committee has commissioned conduct of research on Naltrexone. That
research is documented in this report.

The Committee wishes to express its thanks to our consultant Mr George Patriki for his
expert assistance and advice and to Ms Gillian Stockwell-Smith, Strategy and Property Analyst
for the Anglican Diocese of Brisbane for coordinating this activity.

AIMS

¢ To review information provided by the Anglican Diocese of Brisbane Social
Responsibilities Committee (SRC) on the topic of Naltrexone treatment

® To examine the issue of Naltrexone treatment as a treatment for opiod addiction in
depth using recent credible, peer reviewed sources of national/international information
and expertise

® To provide an independent/unbiased overview of the issue including conclusions and/or
recommendations, to the SRC.

REVIEW OBJECTIVES

To:

e Review of pro and anti Naltrexone treatment literature in peer reviewed journals between
January 2005 and May 2010

e Review of pro and anti Naltrexone treatment literature in mainstream media between
January 2005 and May 2010

e Review and report on the current status of research in the field

¢ Identify and report on the level of support within the sector both nationally and
internationally for Naltrexone treatment

The outcome of the review will assist in identifying the strengths and weaknesses of the
treatment and provide future direction for the Diocese with respect to engagement/support
for the broader treatment v harm minimisation issue.

TIMELINE

What Responsibility Completion
Date

Consultant appointed Peter Pearce 31t May 2010
Review of relevant literature completed George Patriki (Consultant) 30th June 2010
Report completed George Patriki (Consultant) 21st July 2010
Report approved by SRC Peter Catt 31st July 2010
Report submitted to Archbishop Peter Catt Ist August
2010
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EXECUTIVE SUMMARY

Naltrexone as a pharmacotherapy, has been at the centre of debate in the Alcohol & Other
Drug (AOD) and medical fields for over 20 years. Opinions are polarized as evidences have
been presented for and against the use of Naltrexone for Opiate dependency.

This report identifies and explores relevant opinions on drug rehabilitation therapies in order
to evaluate the use of Naltrexone in both detoxification as well as maintenance treatment.
Current issues include; the high drop out rate, adverse events (morbidity and mortality),
language conflict, (harm minimization vs. abstinence), understanding pharmacotherapies in the
context of holistic intervention, treatment matching, relapse prevention and addressing
underlying psychopathology and co-morbidity.

All available literature on the above issues, published between 2001and 2010, has been
reviewed to determine whether Naltrexone has a place in the list of pharmacotherapy options.

Key findings and recommendations from the literature, particularly the National Evaluation of
Pharmacotherapies for Opioid Dependence (NEPOD) report, include:

*  Promoting a diversity of treatment options as patients require different forms of
treatment at different stages of their drug-use career and there should be emphasis on
providing a range of treatment options that includes methadone, buprenorphine and
naltrexone to reduce opioid-related harm.

* Improve retention in treatment. As better outcomes are achieved by patients who
remain in treatment, there should be increased emphasis on improving treatment
retention, especially in naltrexone treatment.

* Link detoxification to continuing treatment. Detoxification does not ensure long-term
abstinence from opioids, and should be regarded as a starting point for ongoing
treatment, rather than as a complete treatment in its own right.

* Make rapid detoxification under sedation available for Heroin Users seeking induction
into naltrexone treatment.

As sustained release Naltrexone (implants or depot) have been shown to produce better
outcomes for maintenance treatment, than oral Naltrexone, these have been recommended
for use under certain conditions by;

*  The National Evaluation of Pharmacotherapies for Opioid Dependence report, 2004

*  The Parliamentary Committee Inquiry report, 2007

*  The Australian National Council on Drugs report, 2001

e The Cochrane Library report, 2009

* And several journal articles.

In conclusion, increasing patient compliance and treatment retention with Naltrexone, will
significantly improve outcomes. Sustained release Naltrexone has demonstrated increased
treatment retention, therefore this is preferred over oral Naltrexone and should be included
in the pharmacotherapy options available in Australia. Further, it will be beneficial to offer
sustained release Naltrexone as an adjunct to an evidence based psychological therapy, as part
of a holistic individual treatment plan.

As David Watson once said, “the answer to misuse, is not disuse, but right use”.
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INTRODUCTION

Before reviewing the literature on Naltrexone, it is important to clarify three key issues;
terminology, addiction and treatment matching.

Firstly, Naltrexone is a pharmacotherapy and as such, needs to be understood in the context
of being used as an adjunct to outpatient treatment, rather than as a treatment of itself (as a
stand alone intervention). In fact, pharmacotherapies are beneficial to people in helping them
manage their cravings and prevent relapse.

Secondly, Naltrexone implants, depot, or tablets do not address the underlying issues that
drive all addictive behaviours. Addictions are driven either by unmet needs that people are
trying to meet or unresolved painful issues in their lives, current or past. Whilst many people
will experiment with alcohol and other drugs, most will stop or modify their use of chemicals
before it reaches the problematic stage of harmful dependency, (often referred to as
spontaneous remission), as they weigh up the costs vs. benefits of their drug use (Appendix I).
These people will not present to any professional service, but rather, have the resources to
respond to the consequences of their drug use; whether that be health, legal, financial
relational etc and choose to change their behaviour to alleviate these consequences. This cycle
of addiction (Appendix 2), is explained in the brief intervention DVD called, "Chemically
Speaking" (Appendix 3).

Those people who continue to use chemicals, even though they are experiencing significant
consequences, are driven by unresolved issues such as fear, grief, anger etc as well as unmet
needs; rejection, abandonment, alienation, etc (Appendixes 4, 5, 6). Dr Jim Wilder refers to
these predispositions as Type A & Type B trauma. Type A trauma refers to A as the Absence
of good things, (nurturing, bonding and attachment) and Type B trauma refers to B as the Bad
things that happen to people, (physical, emotional and sexual abuse). These predispositions
are described in detail in attachment theory; particularly by Dr Allan Schore, in his book,
'Affect dysregulation and disorders of the self, (1) as well as many journal articles such as, ‘Of
Substance’ (2).

When people have developed dependence on Opiates, (such as Heroin), they need to address
both the physical dependence (either through detox, or using medications to manage the
physiological symptoms), as well as the underlying issues described above, that are notorious
for causing people to relapse back into their drug use after they have physically withdrawn
from the opiate. Further, the physiological symptoms do not stop when the body is free from
the primary or immediate withdrawals of nausea, diarrhoea, sweats etc, it continues until the
neurotransmitters in the brain (such as endorphins), have returned to sufficient levels to
manage the body's functions, such as sleep, appetite, pain control etc. This can take many
months and is often referred to as protracted withdrawal. When clients complain about
cravings, this is often attributed to their neurotransmitters still recovering and not just the
psychological dependency and emotional triggers described above with the predispositions.

The third issue is the evidence based, best practice principle of treatment matching of which
two important factors need to be understood. The first is offering a service that responds to
the whole person in meeting their bio-psycho-social-spiritual needs and this is often described
as holistic intervention. If we are only targeting the biological needs through
psychopharmacology and not addressing the key psycho-social factors in a person's life, then
we are not treating the whole person and risk reducing the positive outcomes of treatment.
This is best achieved by offering the client an individual treatment plan that includes;
counselling, (psychotherapy, CBT, brief intervention etc), support groups, vocational training
and managing health / medical issues such as co-current mental health concerns, (depression,
anxiety, personality disorders etc) (Appendix 7).
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In addition, treatment matching should offer the client a range of interventions that the client
can choose from, that is personally tailored to their specific needs and circumstances, that is
also matched to the stages of change (Appendixes 8 & 9).
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PHARMACOTHERAPIES

There are two types of pharmacotherapies available for treating opiate dependency; agonists
and antagonists. The parliamentary committee inquiry in 2007, describes them in detail as
follows: “Pharmacotherapy approaches to treating opioid dependence consist of two separate
methods. The first of these is Opioid Substitution Treatment (OST), which involves the
substitution of an illegal, short-acting, expensive opioid (heroin), which is usually injected, with
a legal, longer lasting, inexpensive opioid (methadone or buprenorphine), which is taken orally.
The second approach, abstinence-based or relapse prevention treatment, involves the use of
opioid-antagonist medication (such as naltrexone) to bring about an opioid-free state in opioid
users, while minimising withdrawal-related problems. Opioid-antagonist medication acts by
inhibiting the mu opioid receptors in the brain, thereby blocking the pleasurable effects of
opioids. Whereas detoxification using naltrexone is typically a rapid withdrawal technique for
which the goal is early abstinence, OST seeks to control a person’s drug use on a long-term
basis while minimising the harms experienced.

Opioid Substitution Treatment

The basic idea behind OST is that it enables people to gain better control of their lives (for
example, improve their health and, if need be, find accommodation) and reduce the risks
associated with their heroin use without having to deal with the various problems associated
with withdrawal. OST is provided by specialist clinics, medical practitioners and community
pharmacies. In some states, treatment is provided free through publicly funded clinics, though
increasingly treatment is provided through community pharmacies with a charge attached.
Around one-third of dependent heroin users are in opioid substitution treatment. There is
strong evidence that OST plays an important role in reducing overdose deaths, preventing HIV
and reducing criminal behaviour” (3).

Naltrexone

“Naltrexone is an opioid receptor antagonist that acts to inhibit the effect of opioids such as
heroin in the body. Naltrexone has been used for treating opioid dependence in Australia since
the late 1990s, as an alternative heroin withdrawal method to methadone. Naltrexone is used
not only to assist with heroin withdrawal, but also for the purposes of relapse prevention...
Naltrexone is typically taken orally in tablet form and is licensed in this form as a Schedule 4
(prescription only) drug. A single 50mg dose of naltrexone will block a person’s opioid
receptors for around 24 to 48 hours, ensuring that any opioids taken during this time will
produce no opioid effects. Naltrexone itself has no euphoric effects and, as such, does not
induce either dependence or tolerance in its users. Naltrexone may also be administered
through the insertion of an implant (typically into the abdomen). It is listed on the PBS for ‘use
within a comprehensive treatment program for alcohol dependence with the goal of
maintaining abstinence’ (but not for treatment of opioid dependence). Because, unlike
methadone, naltrexone has no opioid-like properties, it is only as good as the motivation of its
users. Naltrexone users are required to be opioid free before commencing treatment as the
drug induces strong withdrawal symptoms in people who are opioid-dependent. Where
naltrexone implants are used, this is typically to counter the high rate of noncompliance when
taken in tablet form. Implanted forms of naltrexone are designed to release naltrexone into
the bloodstream for varying periods up to 6 months (but usually around 2 months)...
Naltrexone is sometimes used overseas for rapid detoxification regimens under general
anaesthesia or sedation. The principle of rapid detoxification is to induce opioid-receptor
blockade while the patient is in a state of impaired consciousness so as to attenuate the
withdrawal symptoms experienced by the patient. Rapid detoxification is followed by daily oral
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administration of naltrexone for opioid relapse prevention. Naltrexone is not currently
registered for use in rapid detoxification in Australia.” (4).
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PHARMACOTHERAPY STATISTICS & PROVIDERS

Treatment Population

The National Opioid Pharmacotherapy Statistics Annual Data (NOPSAD) collection provides
national data on clients being treated with pharmacotherapies. However, this does not include
Naltrexone and only includes OST, specifically Methadone / Biodone, Buprenorphine and
Suboxone, (combination of Buprenorphine and Naloxone). In June 2009, there were 43,445
people receiving pharmacotherapies. Of that total;

e 30,235 (69.6%) were on Methadone

e 5,970 (13.7%) were on Buprenorphine

® 6,926 (15.9%) were on Suboxone (5)

There doesn’t appear to be accurate data on Naltrexone prescribing in Australia and the
limited data becomes less useful when it is divided between tablets and sustained release,
(implants and depot). The parliamentary committee inquiry stated that, “Between 2000 and
2003, 6,337 private naltrexone prescriptions were filled in Australia, each of which provided
one month of medication at the recommended dose of 50mg per day. Data on the number of
persons receiving naltrexone implant treatment is difficult to obtain, but as at February 2007, it
was estimated that around 1,000 Australians had an implant for the treatment of opioid
dependence” (8). In 2008, Wodak estimated that 1500 people had received implants (9) and
Dr Martyn Lloyd-Jones stated in July 2006, (in the journal ‘Of Substance’), that “In excess of
3000 naltrexone implants have been inserted in Australia” (10). In July 2007, Dr O’Neil advised
Today Tonight that nearly 4000 people had received implants (11).

Prescribers

In terms of prescribers; “In the 2008-09 financial year, there were 1,350 practitioners
nationally that were authorised to prescribe pharmacotherapy drugs. Of these:

e 71% (953) were registered to prescribe more than one drug type

o 25% (337) were registered to prescribe methadone only

® 4% (59) were registered for buprenorphine only

® less than 1% were registered for buprenorphine / naloxone only.

Prescriber Accreditation

Prescribers in South Australia, The Australian Capital Territory and the Northern Territory
follow a single accreditation process which allows them to prescribe all pharmacotherapy
drugs” (6). “Of the 43,445 estimated clients authorised to receive pharmacotherapy treatment
on the ‘snapshot/specified’ day in June 2009 (Table 5):

® 64% (or 27,838) received the treatment from a private prescriber

e 27% (or 11,705) received the treatment from a public prescriber

e 8% (or 3,454) received treatment from a practitioner in a correctional facility (7).

If all prescribers in Australia followed a single accreditation process that enabled them to
prescribe all pharmacotherapy drugs; including Naltrexone, (implant, depot & tablet), then
patients can be offered the appropriate pharmacotherapy according to their stage of change
and personal choice. This would of course mean further training to general practitioners on
providing comprehensive assessment and treatment matching. Since the majority of
prescribers are private (64%), this may prove to be a barrier; they may be difficult to engage if
it means more time being allocated to patients than they currently allocate with OST.
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FACTORS IMPACTING USE OF NALTREXONE

Abstinence vs. Opiate Substitute Treatment

There are several factors that can impact decisions in research, policy and in turn treatment
options. One of these is the differences in measuring successful outcomes, particularly with
abstinence vs management of dependency through opiate substitute treatment. The
parliamentary committee inquiry discussed this issue. “In the course of a recent parliamentary
committee inquiry into the impact of illicit drug use on families, the chair expressed a clear
preference for ends-oriented treatment — that is, for treatment that gets people off opioids
altogether as soon as possible — over treatments that have as their objective stabilising the
lives of heroin users with the assistance of opioid substitutes like methadone. Such ends-
oriented treatment was described as being compatible with the Government’s zero-tolerance
policy, which the chair described as having as its aim getting everyone off drugs. The chair’s
stance closely parallels the position outlined in the 2003 report of the inquiry into substance
abuse in Australian communities. In its recommendations, this report specified that, in
providing pharmacotherapy treatment services to opioid-dependent people, governments
should give priority to treatments such as naltrexone which ‘focus on abstinence as the
ultimate outcome’. However, some members of the committee, critical of the report’s
recommendation, and of the zero-tolerance approach more generally, point out that only a
minority of heroin addicts actually achieve and maintain abstinence. For the remainder, they
argue, heroin-dependence is ‘a chronic, relapsing disease’ for which the treatment focus should
be management using treatments such as methadone or buprenorphine rather than cure. This
dispute reflects a broader public debate about the virtues of naltrexone compared with OST
that has been conducted along similar lines” (12).

Language and Terminology

The misuse of language and terminology further contributes towards the polarisation of this
issue. Even in the above article we see the term ‘harm minimisation’ being applied only to OST
and not to abstinence based interventions (13), when in fact harm minimisation as a policy,
includes all interventions as described in the National Drug Strategic Framework, from the
National Drug Strategy; Supply Reduction, Demand Reduction and Harm Reduction.
(Appendix 10). One of the conclusions in the parliamentary committee inquiry is that,
“treatments should be considered on their individual merits, rather than on the basis of
characterisations of their relevance to particular policy approaches such as ‘zero tolerance’ or
‘harm minimisation’ (14).

Bias, Value Judgements and Philosophies

Bias, value judgements and philosophies continue to impact research and in turn policy.
Veilleux et al, in their Clinical Psychology Review article, describes this dilemma. “Value
judgments of researchers and practicing clinicians also have a significant impact on research and
clinical outcomes. Strong opinions regarding the utility of long-term maintenance treatments
versus abstinence-focused programs can, in part, reflect the current societal and political
climate. Many programs are unwilling to incorporate medication into treatment at all (De Leon
et al.,, 2006), and others, bolstered by the historic effectiveness of methadone and frequent
interaction with relapsed patients, believe that abstinence is untenable for opioid addicts” (I5).
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Limited Research

There is a strong consensus in the available literature, both in Australia and overseas, that
research with appropriate randomised controlled trials is limited. In fact the NEPOD report
stated, “evidence about naltrexone implants is scarce. There have been no published peer-
reviewed studies on the effectiveness of naltrexone implants for the treatment of opioid
dependent patients...the published data on naltrexone implants is limited and therefore
conclusions on the relative efficacy and safety of the treatment cannot be made in the absence
of well-designed randomised controlled trials” (16). Wodak, on the issue of safety with
Naltrexone implants, advised that, “In this historical context, it is concerning that the recent
research on naltrexone implants in Australia has not followed usual scientific processes. In
particular, naltrexone implants have not been subject to the usual rigorous scrutiny required
for new drug products seeking registration in this country” (17).

The Cochrane Library also concluded that, “Reports on systematic assessment of side effects
and adverse events were scarce... There is insufficient evidence to evaluate the effectiveness of
sustained-release naltrexone for treatment of opioid dependence. For naltrexone injections,
administration site-related adverse effects appear to be frequent, but of moderate intensity and
time limited. For a harm-benefit evaluation of naltrexone implants, more data on side effects
and adverse events are needed... Future studies of sustained-release naltrexone involving
opioid dependent patients should provide a complete description of dropout and be conducted
with a control group, preferably in a randomised-controlled fashion. Random Controlled Trials
(RCT) evaluating effectiveness for treatment of opioid dependence should compare sustained-
release naltrexone to oral naltrexone or agonist replacement treatment with methadone or
buprenorphine. Besides effectiveness, any research on naltrexone implants should also focus
on safety to make an analysis of harm-benefit possible” (18).

Results from the Journal of Psychopharmacology were also inconclusive. “The evidence base to
support a general recommendation for the use of naltrexone to prevent relapse to opioid
dependence is currently inadequate... Naltrexone implants and depot injections are untested
in Phase Ill randomized controlled trials and cannot be recommended at this time... There are
no controlled trials of either naltrexone implants or naltrexone depot preparations...further
studies of the depot preparation are awaited” (19).

Dr Martyn Lloyd-Jones also commented, (in ‘Of Substance’), that “There are no randomised
trials comparing naltrexone implants to other treatments” (20). One of the conclusions from
the parliamentary committee inquiry is that, “uniform and detailed statistics on use of the
various drug treatments for opioid dependence are not readily available, making it difficult to
develop a clear picture of rates of use, safety and efficacy” (21).

The report from the Australian National Council on Drugs outlined the same issues of limited
data and RCT in managing withdrawals by using Naltrexone, as described above for relapse
prevention. “...variability in study approach and the limited nature of comparisons in the
studies prevent the drawing of firm conclusions as to the effectiveness of the approach or the
most appropriate treatment protocol... Regimens based on antagonists without significant
sedation or anaesthesia can result in good withdrawal completion rates (around 90 per cent),
but few data have been reported on the nature or severity of withdrawal... Thus, it remains
unclear what influence these various factors might have on the outcomes of withdrawal,
particularly in terms of severity and duration of withdrawal, and the incidence of adverse
effects. Gowing et al. conclude that there is not enough evidence to show risks or benefits of
antagonist-induced withdrawal in conjunction with anaesthesia or heavy sedation... there were
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no controlled studies comparing anaesthesia-based procedures with other approaches to
managing withdrawal” (22).

A systematic review by the European Neuropsychopharmacology also noted that, “There is
lack of evidence about the effectiveness of NTX (Naltrexone) in the maintenance treatment of
opioid dependence... The opioid studies combined NTX with a variety of psychosocial
interventions, which plagued the evaluation of their value... Available data do not allow firm
conclusions regarding the added effect of psychosocial interventions” (23).

Veilleux et al, in their Clinical Psychology Review article, explains that the benefits of
psychosocial interventions were evaluated in the literature and the same uncertainty exists.
“...conclusions drawn from efficacy research to date are heavily weighted toward
pharmacological treatments, as the majority of opioid treatment research has been focused on
determining which drug, at what dose, provides the best benefit to addicts. As such, there is a
particular need to examine efficacy of psychosocial treatments and combined
psychopharmacological and psychosocial treatment packages... Ultimately, research on
psychosocial treatments is understudied with few well-controlled rigorous designs. This, then,
is a major arena of future research. ... Moreover, when combined with inclusion of broader
outcome variables, the possibility remains that psychosocial treatments improve quality of life
and physical health, or decrease risk behaviours related to HIV, which are all clinically and
socially significant outcomes” (24).
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MEDIA AND COMMUNITY IMPACT

The issue of drug & alcohol harm in our society often provokes strong opinions from the
general public. Many people have experienced harm from someone they know that’s abused
alcohol or other drugs and this will naturally make these secondary victims of substance abuse
sensitive to the topic. They can become strong advocates or opponents to specific
interventions, depending of whether individuals have benefited from or been harmed by the
specified intervention. Naltrexone is an intervention that attracts strong opinions as heroin use
can lead to death and heroin users are generally stigmatised in society. Anecdotal testimonials
(either positive or negative) can reach or be sought by the media, who will in turn use the
testimonials to progress their own agenda. In short, such commentary should be viewed with
discretion as the opinions of primary and secondary victims’ of substance abuse can be
perverted or misrepresented by the media in an effort to sensationalise stories and expand the
audience.

Client Anecdotal Support & Media /| Community Impact

Wodak referred to one such testimonial that reached the media of someone who benefited
from Naltrexone and this intervention was promoted by the media as the cure for heroin
addiction (25). The Sydney Morning Herald also ran an article on the benefits of Naltrexone
for Sam and Reuban that used language and tone implying that Naltrexone was the answer to
heroin addiction (26). In the interview with Dr O’Neil, the article highlighted the success for
Alicia, now heroin free after 5 years (27). Whilst this was true for Alicia as well as Sam and
Reuban, the media is notorious for implying that this is then, a panacea for all heroin users.

The interview with Dr O’Neil further stated that, “So far, nearly four thousand addicts have
received the O'Neil Naltrexone Implant with an almost one hundred per cent success rate”
(27). The article did not clarify whether this success rate referred to being abstinent whilst on
the implant only (which is highly likely if people are engaging in treatment), or if it meant 6 or
I2 months follow up after the implant has finished it’s dose.

Another issue apparent in the media coverage is the sensational nature of the stories and use
of emotive language to polarise the community. For example, the above article in The Sydney
Morning Herald, stated, “The harm minimisation industry philosophy that holds sway in NSW
is that once you’re an addict, you are always an addict. But, for those who don't want to spend
their life as a drug addicted zombie, there are few options. One of their last hopes is the
Psychologist Ross Colquhoun's addiction clinic in Ultimo,... But abstinence has no place in the
curiously monocultural drug and alcohol world of NSW” (28).
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Client Anecdotal Opposition & Media / Community Impact

On I'l April 2009, The Age ran a story with the title, “Naltrexone implants linked to deaths” It
then stated, “Untested implant linked to deaths”. In this article, emotive language is used to
imply Naltrexone is a dangerous drug that should not be used. “Despite serious safety
concerns raised by drug treatment experts, the Therapeutic Goods Administration has
struggled to curtail the widespread use of unregistered naltrexone implants to treat heroin
addiction. Not approved for therapeutic use in Australia, the implants have been implicated in
several deaths and many hospital admissions, leading to calls for their use to be suspended
pending proper clinical trials and government registration... The disturbing suggestions of
mortality and morbidity from unregistered naltrexone implants make a strong case for an
independent review to determine whether this treatment is sufficiently safe for such
widespread use” (29). The Age further states, “a group of emergency doctors from two
Sydney hospitals reported treating 12 patients over 12 months with severe health problems
related to the implants. Six of those had to stay in hospital for at least two days, while one was
admitted to intensive care with acute renal failure, the doctors reported” (29). Dr Martyn
Lloyd-Jones explains in his article in, (‘Of Substance’), that “...deaths have occurred from other
causes and other drugs, or from opiates after the implant has run out. A few patients develop
complications at the insertion site which require treatment or removal, but no serious adverse
incidents have been recorded (30). Even though a direct causal relationship is not established
as discussed in the parliamentary committee inquiry (31), these media reports are common.
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EVIDENCE FOR NALTREXONE

Research Data - Effective in Detox

The NEPOD report advised that Naltrexone is effective for short-term detoxification
outcomes. “Rapid opioid detoxification under anaesthesia or sedation was a significantly more
effective method for achieving short-term abstinence compared to conventional detoxification
and detoxification using buprenorphine. Rapid detoxification under anaesthesia had no
advantage over rapid detoxification with sedation. Both procedures were significantly more
effective than conventional detoxification. Outpatient buprenorphine detoxification is less
effective in achieving initial abstinence, but it links patients into ongoing treatment” (32).

Investigations by Veilleux, J. C., et al., in Clinical Psychology Review, indicated that minimal
sedation achieves better overall outcomes than heavy sedation. “...the use of sedation with
anaesthesia has been evaluated as a potential way to reduce the subjective distress of abrupt
withdrawal precipitated by an antagonist. Heavy sedation or anaesthesia is not recommended
as there are increased risks of medical complications such as respiratory and cardiac arrest
(Gowing et al., 2006b). Compared to detoxification with alpha2 adrenergic agonist alone,
inclusion of naltrexone with minimal sedation does not appear to confer deleterious effects on
patients; results of a systematic review (Gowing et al., 2006a) indicate similar rates of
treatment completion and withdrawal severity, although naltrexone-induced withdrawal may
be associated with higher rates of delirium” (33).

Veilleux, J. C,, et al., in Clinical Psychology Review, discuss the importance of effective detox as
the backbone to successful clinical pathways. “The goal of detoxification is to remove the
opioid in a controlled and humane fashion; maximizing treatment retention and detoxification
success rates while minimizing degree of discomfort (Amato, Davoli, Minozzi, Ali, & Ferri,
2005)... Although some opioid addicts believe detoxification is the sole component to a drug
free life, treatment providers tend to view detoxification as an ineffective stand-alone
treatment for opiate dependence (Gossop, 2006; Mattick & Hall, 1996). However,
detoxification is a necessary process for initiating long-term abstinence-based treatments, and
a detoxification attempt may be a prerequisite for admittance into maintenance or other
rehabilitation programs” (33). The NEPOD report also emphasises the importance of
successful detox (92).

Research Data - Effective in Maintaining Abstinence

Naltrexone is effective in maintaining abstinence, or reducing heroin craving and use (34, 35,
36), as well as psycho-social outcomes, (37), as long as patients remain in treatment, as with all
pharmacotherapies. “The 1070 Heroin Users in these trials reported substantial reductions in
heroin use and criminal activity after entering treatment. Very good outcomes were achieved
for Heroin Users while they remained in treatment” (38).

The NEPOD report presented the following results for Naltrexone (not sustained release), for
these 3 clients groups (39):
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Naltrexone treatment for already abstinent Heroin Users

Naltrexone treatment retained 33% (38/117) of Heroin Users at the three month
follow-up, and 5% at six months (1/20).

Naltrexone treatment produced a large reduction in heroin use for patients who
remained in treatment, with 8 heroin-free days in the month prior to detoxifying
increasing to 27 heroin-free days for the 38 patients still in treatment at three months.
Complete abstinence from heroin was achieved by 66% of Heroin Users who were still
in treatment in the third month, and by the | patient known to be still in treatment at
six months.

Taking account of all previously detoxified Heroin Users who entered naltrexone
treatment (and assuming that patients who dropped out of treatment resumed their
pre-treatment levels of heroin use), a large decline in heroin use was still observed.
There was an increase of nine heroin-free days in the third month of treatment, and this
gain was maintained in the sixth month.

Naltrexone treatment after rapid detoxification

Naltrexone treatment after rapid detoxification from heroin was provided to |16 Heroin Users
and 74 Methadone Patients.

This treatment retained 19% (22/116) of Heroin Users in naltrexone treatment at the
three month follow-up, and 7% (7/101) at six months.

It produced a large reduction in heroin use for patients who remained in treatment,
with only two heroin-free days in the month prior to commencing treatment, increasing
to 26 heroin-free days in the third month of treatment, and 28 heroin-free days in the
sixth month.

Complete abstinence from heroin use in the previous month was achieved by 75%
(15/20) of Heroin Users who were still in treatment and followed-up in the third month,
and all 7 patients still in treatment in the sixth month.

Taking account of all Heroin Users who entered rapid detoxification followed by
naltrexone treatment (and assuming that patients who dropped out of treatment
resumed their pre-treatment levels of heroin use), a large decline in heroin use was
still observed. There was an increase of 8 heroin-free days in the third month of
treatment, and this gain was maintained in the sixth month.

Naltrexone treatment after conventional inpatient detoxification

Naltrexone treatment after conventional inpatient detoxification (using clonidine and

symptomatic medications) for Heroin Users had poor results.

This treatment retained only 2% of Heroin Users (1 of 50) in treatment at the three
month follow-up, and none at six months.

Taking account of all Heroin Users who entered conventional inpatient detoxification
followed by naltrexone treatment (including those who dropped out of treatment),
complete abstinence from heroin use was achieved by 4% of the total sample in the
third month of treatment, and 6% in the sixth month.

Taking account of all Heroin Users who entered conventional inpatient detoxification
followed by naltrexone treatment (including those who dropped out of treatment),
there was an average increase of 3 heroin-free days in the third month of treatment, and
7 heroin-free days in the sixth month of treatment.

This was a relatively poor result, which may have been influenced by the fact that the
Heroin Users in the relevant trial had been randomly allocated to conventional inpatient
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detoxification rather than (their preferred) rapid detoxification under anaesthesia”
(39).

Sustained Release Naltrexone improves outcomes & retention in treatment

Key points in the ANCD report emphasised that; “Good outcomes appear more likely the
longer the time in treatment” (40), therefore, improving retention will improve outcomes. The
NEPOD report concluded that, “A key challenge is to improve patient retention in all
pharmacotherapies, because a substantial proportion of patients dropped-out of treatment” ...
and “implants are currently receiving attention as a possible way of improving compliance in
naltrexone treatment... In an unpublished retrospective study, Gooberman, Bradway and
Bartter found naltrexone implants resulted in significantly higher abstinence rates compared
with oral naltrexone at 30 days post rapid detoxification. The majority (72%) in the implant
group stated that they were not using opiates compared with 47% of the oral naltrexone
group (Gooberman et al., unpublished). Foster & Brewer (1989) followed up 55 patients who
had naltrexone implants at 12 weeks post detoxification. Eleven patients (21%) reported they
had resumed opiate use and none had relapsed to regular opiate use during the first month
post detoxification (Foster & Brewer, 1998)” (41).

In Clinical Psychology Review, Veilleux, J. C., et al. noted that with sustained-release
naltrexone, one study “found a dose dependent relationship, such that larger doses of
sustained-release naltrexone were associated with lengthened treatment and less self-reported
need for heroin... further efforts in the realm of sustained-release and depot administrations
of naltrexone may pave the way for greater acceptance of abstinence-based treatments” (42).
Results from the Cochrane Library on depot naltrexone, stated that, “High-dose compared to
low-dose (...or placebo), significantly increased days in treatment” (43). It was also noted that,
““Wanting heroin’ did not differ on naltrexone but ‘needing heroin’ scored significantly lower
with depot naltrexone compared to placebo” (43).

The British Journal of Psychiatry published results from a 6 month Naltrexone implant
randomised, controlled trial and found that, “Patients receiving naltrexone had on average 45
days less heroin use and 60 days less opioid use than controls in the 180-day period (both
P<0.05). Blood tests showed naltrexone levels above | ng/ml for the duration of 6 months...
Conclusions: Naltrexone implant treatment safely and significantly reduces opioid use in a
motivated population of patients... Satisfaction with treatment was high, and adverse events
were not more frequent or serious than in other treatments available for this group... Several
aspects of the study point to the high degree of motivation among the participants” (44).

The Archives of General Psychiatry also published results from another 6 month Naltrexone
implant randomised, controlled trial and found that, “the naltrexone implant effectively
reduced relapse to regular heroin use compared with oral naltrexone and was not associated
with major adverse events” (45).

The Journal of Opioid Management published results from a trial comparing oral and implant
naltrexone outcomes at 12 months. They reported that, “Implant patients showed much
higher abstinence rates, while those in both groups who were abstinent showed greater
compliance to naltrexone (time spent in treatment) and attended more counselling sessions.
Although the participants were not randomly allocated to each treatment condition, the
preliminary evidence indicates that implants can improve compliance rates and outcomes” (46).
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Wodak advised in the Medical Journal Australia that, “A recent randomised controlled study of
depot naltrexone for the treatment of opioid dependence had encouraging results” (47). Dr
Martyn Lloyd-Jones comments in his article in, (‘Of Substance’), that “there is now appreciable

experience across several countries suggesting that implants can help selected patients stay
opioid-free more effectively than detoxification alone or detoxification followed by oral
medication. Most importantly, while active and even afterwards, they have not yet been
associated with the very high opiate overdose and death rates seen with oral naltrexone...
Opiate overdose incidents and fatalities can be eliminated during the active period of a
naltrexone implant, reducing deaths among those unable to control their opiate use in any
other way... Whilst | do not believe that naltrexone is a bad treatment for opioid dependence
— indeed in certain instances it is an excellent aid to abstinence — it is apparent that there
needs to be more scientific study and validation of the process as well as patient selection for
this treatment. Without this, there is a real danger that a good treatment will remain forever
tarnished or that an indifferent treatment will be perceived (by some) as a panacea for all.
Perhaps a good starting point would be for naltrexone implants to be inserted by those able to
provide 24-hour care to their patients until such a time as their withdrawal symptoms have
settled to a tolerable level” (48).

In terms of blocking efficacy, Addiction Biology has reported serum Naltrexone levels as low
as 2.8 from implants are sufficient to block pure Diamorphine (Heroin), as high as 500 mg (49).
Other issues for consideration are that implants are safe to use with Hepatitis C Treatment
(Interferon & Ribavirin Therapy), (50) and that they are biodegradable in humans as 2 separate
studies have shown (51, 52).

Treatment matching

The bottom line is that Naltrexone is suitable as a relapse prevention strategy for certain
people in the action stage of their recovery, that are committed to abstinence. Appropriate
assessment and screening will ensure that clients are matched to this intervention (like any
other intervention), according to their stage of change and not allocated by a blanket
indiscriminate approach. This was the conclusion from all of the literature reviews.

The parliamentary committee inquiry concluded that, “naltrexone has shown some promise in
the treatment of some opioid dependent people under certain circumstances (e.g. those
capable of remaining compliant with the treatment)... It is generally agreed that while
sustained-release naltrexone treatment is able to reduce craving for opioids and heroin use
during treatment, the treatment is only really useful for a small percentage of heroin
dependent persons. Those people who are more psychologically stable and who have a
strongly supportive network of family and friends are the most likely to benefit from the use of
naltrexone” (53).

The Journal of Psychopharmacology also concluded that, “The potential benefits of treatment
can be weighed up on an individual basis... Naltrexone may be a useful adjuvant in therapy, for
highly motivated patients and for those who fear severe consequences if they do not stop
opioid use (e.g. health care professionals)... Services aimed at patients involved with the
criminal justice system should consider offering naltrexone as a treatment option” (54). The
ANCD also identified people in the action stage as the most suitable for Naltrexone, that is;
those committed to abstinence. “Outcomes appear best with people who are highly motivated,
are employed and have good social support, are older, and have had prior treatment
experience” (55). This is affirmed by Veilleux et al, in their Clinical Psychology Review article.
“...for patient populations with strong motivation to remain opioid-free, such as health
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professionals, business executives, and legally mandated addicts, naltrexone may be an effective
option” (56).
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EVIDENCE AGAINST NALTREXONE

Naltrexone has been identified as presenting with some risks and adverse effects (29),
however, all pharmaceuticals (including Paracetamol), have risks of side effects & / or dangers
and people must weigh up the costs vs the benefits. Even Methadone, the most commonly
used OST has risks of misuse, (such as diverting & selling the substance), or accidental
overdose by children, (57). There is also a significant list of adverse effects, particularly when
using Methadone long term. These include:

* Actions on the immune system (58, 59)

* Cardiac (60, 61, 62, 63)

* Reproductive (64, 65)

* Psychiatric (66, 67, 68)

* Brain growth (69, 70, 71)

* Dental (72,73,74,75,76)

* Bony systems (77)

* Body weight (78, 79)

* General ageing process (68, 80)

* Cardiovascular risk factors of cholesterol and sugar (78, 79)

* Blood pressure (68, 80, 81)

Research Data - Ineffective in detox & adverse events

None of the literature viewed in this paper determined that Naltrexone was ineffective in
detox. One issue for consideration was a preference for use of lighter sedation for withdrawal
as discussed earlier (33). Another important issue that has been identified and discussed in the
literature is appropriate management of withdrawals by doctors, particularly ensuring that
patients are fully detoxified from opiates, before administering either oral or depot
Naltrexone. If patients are not fully detoxified from opiates, then they will experience severe
withdrawals from opiates.

This is discussed in the ANCD report as follows, “some studies have reported significant
adverse events, including vomiting during sedation, marked withdrawal symptoms following the
anaesthetic procedure, intense and prolonged withdrawal, and disturbances of normal
physiology. Those studies reporting adverse events generally involved withdrawal from
methadone or codeine, tended to use high doses of antagonists (often both naloxone and
naltrexone), and tended to involve lengthy periods of anaesthesia (six hours or more). Several
controlled studies of anaesthesia based withdrawal have now been undertaken, or are
underway. However, full data analyses are not yet available. Overall, potential risks and
potential benefits of anaesthesia-based withdrawal remain uncertain and unpredictable. The
possibility of serious adverse events indicates the need to use anaesthetic-based approaches to
detoxification with caution” (22). Again, this is about common sense and best practice, rather
than about the ineffectiveness of Naltrexone in achieving detoxification.

The other issue is about complications arising from implants, either a reaction to the implant
itself, or from the surgical technique employed by medical practitioners. These issues have
been discussed by Wodak, (25) and a few of the literature articles cited in this paper. The
Cochrane Library report stated, “For adverse effects, seventeen reports met inclusion criteria
analyses, six were RCTs. Side effects were significantly more frequent in naltrexone depot
groups compared to placebo... Reports on systematic assessment of side effects and adverse
events were scarce... For naltrexone injections, administration site-related adverse effects
appear to be frequent, but of moderate intensity and time limited. For a harm-benefit
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evaluation of naltrexone implants, more data on side effects and adverse events are needed”
(82).

These findings were similar to the findings by Veilleux, J. C,, et al,, in Clinical Psychology
Review. “The systematic review (Lobmaier et al., 2008) also investigated non-RCT studies of
sustained-release naltrexone to assess adverse effects, and preliminary evidence suggests that
adverse effects to sustained-release naltrexone were not different from oral naltrexone,
though higher rates of adverse effects occur on naltrexone compared to placebo” (83).

Dr Martyn Lloyd-Jones discussed these adverse events in his article in, (‘Of Substance’).
“Whilst implants may offer some benefits over oral naltrexone treatment they can suffer from
problems such as inconsistent drug release and delivery, as well as local tissue complications...
These complications are not common but sometimes are serious. Some relate to an unrelated
medical event occurring in a patient who has a naltrexone implant, some to the opioid
withdrawal process itself, some to the presence under the skin of an implanted substance and
some to a combination of the withdrawal complicated by the insertion of a long-acting opioid
antagonist. In other words some parallels can be drawn to other depot preparations (e.g.
hormone replacement therapy) and some are unique to the opioid antagonism induced by
naltrexone... These often clinically complex situations appear to occur for a number of
different reasons. One prominent factor appears to be the management of the acute opioid
withdrawal process itself. The treatment of persistent opioid withdrawal in these situations is
not always simple and little evidence exists to guide the clinician... A few patients develop
complications at the insertion site which require treatment or removal, but no serious adverse
incidents have been recorded” (84)

The risk of mortality from Naltrexone has been cited by many of the literature articles in this
paper, such as; Wodak, (25), ANCD, (55), NEPOD (85) and is the major issue that evokes
opposition from the AOD and medical communities.

As such, the parliamentary committee inquiry discussed this issue at length. “A major problem
with naltrexone treatment is that patients’ frequent relapse to heroin use is accompanied by a
substantially increased risk of fatal heroin overdose. Research conducted by the National Drug
and Alcohol Research Centre in Sydney indicated that while naltrexone patients had similar
risks of death or heroin overdose during treatment as patients on buprenorphine or
methadone, these patients are eight times more likely to overdose after leaving naltrexone
treatment and had a death rate 19 times higher than patients on buprenorphine or methadone.
Because initiation on naltrexone demands a period of abstinence from opioids, tolerance to
opioids is reduced in naltrexone-treated patients and these patients are more likely to
overdose at lower doses, especially if they return to pre-abstinence levels of opioid use. It is
important to note, however, that it is not the naltrexone itself, but the abstinence from, and
reduced tolerance to opioids that causes the increased risk of heroin overdose.

Naltrexone-related deaths are more difficult to monitor than deaths associated with either
buprenorphine or methadone. Unlike buprenorphine or methadone related deaths, a
naltrexone-related death is identified by lack of the drug rather than its presence, and reliant
on information on a person’s prior treatment history. Gibson and Degenhardt’s (2005) study is
the first attempt to quantify the mortality rate associated with naltrexone treatment in an
Australian context. Based on searches of the National Coronial Information System (NCIS),
Gibson and Degenhardt found 32 deaths related to the use of oral naltrexone in the period
2000-2003 in Australia. This number is an underestimate, as the NCIS searches did not include
a number of known oral naltrexone-related deaths and the NCIS does not include deaths
related to naltrexone implants. Nevertheless, according to all measures used by Gibson and
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Degenhardt, the mortality rate for oral naltrexone treatment was higher than that for either
buprenorphine or methadone treatment during the same period.

A recent Australian study of opioid overdose deaths associated with naltrexone implants is the
subject of some controversy in the medical community. In their paper, Gibson, Degenhardt
and Hall identify, through the use of Australian coronial records, five deaths that they claim to
be more-or-less directly related to the use of naltrexone implants. However, a number of
critics agree that because three of the people included in the study no longer had active
naltrexone implants at the time of their death, their deaths could not be linked to the implants,
and should not have been included in the study. Given that one of the two remaining deaths
involved the use of drugs other than opioids, these same critics also questioned the linking of
this death to the presence of a naltrexone implant. Indeed, a majority of the study’s critics
have questioned whether, on the basis of the data presented, a clear causal link could be
drawn between the sole remaining death and the relevant naltrexone implant. The study was
not only criticised for its lack of methodological rigour, but also for raising more questions
than it answered. One commentator noted that the five deaths highlighted important clinical
and forensic issues that the study failed to address. Among other things, the study did not
comment on the lack of clinical care provided to the patients, evidenced by the combination of
drugs found in their bloodstream at the time of death. Indeed, Batey viewed ‘the need for
close supervision and appropriate clinical response to instability’ in naltrexone patients as being
the most significant point raised by the study” (86).

Whilst the direct causal relationship of Naltrexone to mortality is still unsubstantiated, death is
caused by individuals overdosing from heroin when Naltrexone has not been taken and
previous doses of Naltrexone have reduced their tolerance to opiates. The individual then
uses the same amount they previously used when they had a tolerance and so overdose. This
is more about risk taking behaviour, rather than a reaction to the Naltrexone itself.

Research Data - Ineffective In Maintaining Abstinence

The second major issue around the use of Naltrexone is the high drop out rate, as this is the
primary cause of overdose and negative treatment outcomes. The NEPOD report highlighted
that, “the agonist maintenance treatments of LAAM, methadone and buprenorphine retained
significantly more Heroin Users than naltrexone treatment” (38). Further, “Naltrexone
treatments brought about very marked suppression of heroin use indicating that it is a useful
medication in the treatment of opioid dependence, however, relatively few patients remain in
naltrexone treatment. This result is consistent with the international literature in which high
drop-out rates are frequently reported, but where naltrexone can be effective if patients
remain in treatment” (87).

These findings are consistent with reports from other available literature, (45, 47), as well as
the parliamentary committee inquiry, “Naltrexone’s usefulness in treatment of opioid
dependence is limited by the high rate of noncompliance, low uptake and varying retention
rates. While these could be improved through careful induction and initial support, this could,
in turn, impact on uptake rates by creating additional barriers to program entry” (86). It is
worthy of mentioning that the so-called “barriers to program entry” actually relate to
appropriate treatment matching and indiscriminate allocation of individuals to treatments
without comprehensive assessment and treatment matching is not evidence-based best
practice.

The ANCD report also highlighted this significant drop out rate. “Patient acceptance of
naltrexone is poor, resulting in high rates of drop-out from treatment” and as a result, “Studies
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have generally found little or no difference in outcomes between naltrexone and placebo or no
treatment” (55).

Veilleux, J. C., et al., in Clinical Psychology Review concluded that, “Some of the advantages of
naltrexone are that it decreases opioid craving (Gonzalez & Brogden, 1988), can be
administered in a standard outpatient office setting (van de Brink & Haasen, 2006), and has no
abuse potential (Minozzi et al., 2006). Despite this, naltrexone has been used only minimally in
the past twenty years (Minozzi et al., 2006; Sullivan et al., 2006; van de Brink & Haasen, 2006)
due primarily to lack of patient acceptance (Ling & Compton, 2005)” (35).
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CONCLUSION & RECOMMENDATIONS

NEPOD suggested the following recommendations regarding clinical practice and further
research (88), the recommendations relevant to Naltrexone are reproduced in full, along with
further comments from the cited literature:

I. Promote diversity of treatment options. Noting that the new treatments evaluated by
NEPOD resulted in a substantial reduction in heroin use, and that patients will require
different forms of treatment at different stages of their drug-use career, there should be
emphasis on providing a range of treatment options that includes methadone,
buprenorphine and naltrexone to reduce opioid-related harm.

Comments: The parliamentary committee inquiry concurred with the above conclusion of
including Naltrexone as a pharmacotherapy option. “This treatment process must be tailored
according to the needs of the individual and their readiness for abstinence. Methadone,
buprenorphine and naltrexone each have relative advantages and disadvantages in terms of
treatment effects. However, these advantages and disadvantages need to be considered in the
context of an overall treatment process and the individual situations and needs of patients, and
not in isolation. It is important to note that, from the perspective of a majority of health
experts, the goal of all treatments for opioid addiction is the cessation of heroin use. Arguably,
then, methadone and buprenorphine can be applied in a zero-tolerance policy context (where
the intent is to get people off heroin), just as naltrexone can be used in a harm minimisation
policy context (as part of an overall treatment process). The key issue for these health experts
is that a wide range of treatment options should be available for patients at different stages in
their drug-use terms, so as to best ensure the reduction of heroin use, while minimising opioid
related harm.

Conclusion: Relapse prevention treatment using naltrexone may have advantages for specific
low-risk populations. Those people who are compliant with treatment are usually successful in
maintaining abstinence. However, for the majority of opioid-dependent individuals, treatment
has consistently been associated with high rates of non-compliance, a greater risk of mortality
and reduced likelihood of long-term success. If the success of relapse prevention treatment
using naltrexone is to be improved and the treatment made a viable option for a wider range
of opioid-dependent people, this would appear to require a range of accompanying resources
and support services. This may, in turn, require the reconceptualisation by some of naltrexone
treatment as a ‘harm minimisation’, rather than an abstinence-based, ‘zero-tolerance’ measure”
(89).

It is feasible to match a pharmacotherapy (Appendix 9), according to a person’s stage of
change, as described by Prochaska and DiClemente (Appendix 8). If a person is in pre-
contemplation, they do not acknowledge any harm and do not want to stop using heroin. If a

person is in contemplation and acknowledges some harm, but still does not want to stop using
heroin, then Methadone, (an agonist OST), can sustain them in between their heroin use to
reduce criminal activity and other psycho-social risk factors. If a person is in decision /
preparation and acknowledges harm and now wants to stop using heroin, then Buprenorphine
(a partial agonist, partial antagonist OST), can stop the heroin withdrawals and help them
rebuild their psycho-social functioning as they move into the action stage. If a person is in the
action stage and has already stopped using heroin for more than a week and is resolutely
determined to stay stopped, then sustained release Naltrexone can protect them from lapsing
while they are strengthening their relapse prevention skills and rebuilding their psycho-social
functioning. This treatment matching approach is consistent with evidence based best practice.
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2. Continue to support methadone maintenance treatment... and LAAM (Levo-Alfa Acetyl
Methadol) — a full opioid agonist and the closest chemical relative of methadone, requires
less frequent dosing than methadone and shows greater effectiveness than low dose

methadone in reducing illicit opioid use. However, it is indicated as a second line drug
where patients fail to respond to methadone or buprenorphine (Johnson, Strain et al.,
2002; WIKIPEDIA, 2010).

3. Improve retention in treatment. As better outcomes are achieved by patients who remain
in treatment, there should be increased emphasis on improving treatment retention,
especially in naltrexone treatment, but also in methadone, buprenorphine and LAAM. This
may involve a review of current policies and treatment practices to ensure availability of a
variety of treatment options, and flexibility, accessibility and attractiveness of treatment
services. It may be possible to improve retention and treatment outcomes by effectively
addressing psychological co morbidity.

Comments: The parliamentary committee inquiry suggested increased government subsidy
for both those dispensing pharmacotherapies and clients, to help increase retention in
treatment (57). It is disappointing that PBS has rejected applications for Naltrexone implants to
be included in the pharmacotherapy options (47). Currently, Naltrexone implants (that last for
6 months), cost $6,000, provided by Dr George O'Neil at the ‘Fresh Start Recovery
Programme’ in Perth (90). Whilst patients can pay it off during their duration of treatment at
the clinic, this cost will still be prohibitive for many clients that have had a heroin habit.
Government subsidies for these types of service providers can increase patient accessibility
and retention to this treatment option. This will also be consistent with recommendation 4
below.

Veilleux, J. C., et al., in Clinical Psychology Review, emphasise the importance of addressing
retention rates. “Treatment dropout is associated with negatives outcomes, such as greater
chance of overdose and return to opioid dependence, as well as negative social outcomes such
as increased HIV rates, criminal behaviour and general strain on the medical and social service
systems. Thus, whether the goal is detoxification, abstinence, or long-term maintenance on a
substitution drug, keeping patients in treatment longer is often appropriately considered a
primary goal” (91).

Veilleux, J. C,, et al., further suggest “that psychosocial treatments may be used to increase
adherence and increase social support variables known to influence positive outcomes (Amato
et al., 2008a). For example, contingency management, community reinforcement,
psychotherapeutic counselling, and family therapy, when added to pharmacotherapy for
detoxification, result in higher rates of treatment compliance, treatment completion, number
of patients abstinent at follow-up, and lower rates of opioid use compared to pharmacological
treatment alone” (33). The recommendation of addressing psychological co-morbidity is
therefore consistent with evidence based best practice in treating the whole person.
Naltrexone implants can be used effectively for a target group of clients for relapse prevention,
that match the appropriate criteria as an adjunct to an outpatient individual treatment plan
(Appendix 7), that includes; counselling, support groups, vocational training and managing
health / medical issues such as concurrent mental health concerns (depression, anxiety,
personality disorders etc).

4. Encourage general practitioner involvement in a shared-care model. Treatment can be
provided effectively, safely and cost-effectively in primary care (general practitioner)
settings. No significant differences in outcomes (heroin-free days) were found between
specialist clinic settings and GP treatment settings (which involved experienced GPs
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engaging in shared-care with specialist clinics). As the GP setting provides improved
treatment access, an optimal mix of primary care, specialist clinics, and shared-care

arrangements should be developed.

Comments: If all prescribers in Australia followed a single accreditation process that enabled
them to prescribe all pharmacotherapy drugs; including Naltrexone, (implant, depot & tablet),
then patients can be offered the appropriate pharmacotherapy according to their stage of
change and personal choice.

5. Link detoxification to continuing treatment. Detoxification does not ensure long-term
abstinence from opioids, and should be regarded as a starting point for ongoing treatment,
rather than as a complete treatment in its own right. It may be appropriate to reflect this
concept in performance measures for detoxification services.

6. Encourage the use of buprenorphine for outpatient detoxification. Outpatient
detoxification using buprenorphine is more cost-effective than conventional detoxification
(inpatient or outpatient), less expensive than rapid detoxification procedures, and allows
flexibility in post-detoxification linkage to either maintenance treatment (with methadone
or buprenorphine) or naltrexone treatment.

7. Make rapid detoxification under sedation available for Heroin Users seeking induction into
naltrexone treatment. There was no evidence that rapid detoxification under anaesthesia
provides better outcomes than rapid detoxification under sedation. As the sedation
procedure is less expensive, it should be made available following development of
approved clinical guidelines. It should be noted that naltrexone is not currently registered
for use in rapid detoxification.

In conclusion, increasing patient compliance and treatment retention with Naltrexone, will
significantly improve outcomes. Sustained release Naltrexone has demonstrated increased
treatment retention, therefore this is preferred over oral Naltrexone and should be included
in the pharmacotherapy options available in Australia. Further, it will be beneficial to offer
sustained release Naltrexone as an adjunct to an evidence based psychological therapy, as part
of a holistic individual treatment plan.

As David Watson once said, “the answer to misuse, is not disuse, but right use”.

On behalf of the Social Responsibilities Committee, Anglican Diocese of Brisbane Page 25



Naltrexone Therapy Report

REFERENCES

(1) Schore, A. Affect dysregulation and disorders of the self. W.W. Norton & Company, Inc.,
New York, 2003.

(2) ‘Of Substance’, ANCD, July 2010, Australian Government Department of Health and Ageing.
Vol. 8 No 2, pg 10

(3, 4) ‘Naltrexone or methadone’? Debates about drug treatments for heroin dependence in

the context of drugs policy, Research Paper no. 7 2007-08. Social Policy Section, 6 September

2007. Parliament of Australia, Parliament Library. Pgs 5-6 & 9.

(5, 6, 7) AIHW 2009. National Opioid Pharmacotherapy Statistics Annual Data (NOPSAD)

collection: 2009 report, Bulletin 79 « May 2010. AIHW cat. no. WP 62 Canberra: AIHW. Pages

[2-13, I5.

(8) ‘Naltrexone or methadone’? Debates about drug treatments for heroin dependence in the

context of drugs policy, Research Paper no. 7 2007-08. Social Policy Section, 6 September

2007. Parliament of Australia, Parliament Library. Pages 9-10.

(9) Wodak, a., et al. Ensuring the safety of new medications and devices: are naltrexone

implants safe? MJA Volume 188 Number 8 21 April 2008. Pg 439.

(10) ‘Of Substance’, ANCD, July 2006, Australian Government Department of Health and Ageing.

Vol. 4 No 3, Page 22.

(I'1) Today Tonight. The O'Neil Naltrexone Implant. Broadcast July 10, 2007.

(12, 13, 14) ‘Naltrexone or methadone’? Debates about drug treatments for heroin

dependence in the context of drugs policy, Research Paper no. 7 2007—-08. Social Policy

Section, 6 September 2007. Parliament of Australia, Parliament Library. Pg 2.

(15) Veilleux, J. C., et al., A review of opioid dependence treatment: Pharmacological and

psychosocial interventions to treat opioid addiction, Clinical Psychology Review (2009),

doi:10.1016/j.cpr.2009.10.006. Pg 10.

(16) Mattick, R., et al. National Evaluation of Pharmacotherapies for Opioid Dependence

(NEPOD): Report of Results and Recommendations, Monograph Series 52 NDARC (2004),

Commonwealth of Australia. Pg 75

(17) Wodak, a., et al. Ensuring the safety of new medications and devices: are naltrexone

implants safe? MJA Volume 188 Number 8 21 April 2008. Pg 438.

(18) Lobmaier, P., et al. Sustained-Release Naltrexone For Opioid Dependence (Review). The

Cochrane Collaboration. The Cochrane Library. 2009, Issue 4. John Wiley & Sons, Ltd. Pages 2 &

14

(19) Lingford-Hughes, A. R, et al. Evidence-based guidelines for the pharmacological

management of substance misuse, addiction and comorbidity: recommendations from the

British Association for Psychopharmacology. Journal of Psychopharmacology. 18(3) (2004), Pg 313

(20) 19S ‘Of Substance’, ANCD, July 2006, Australian Government Department of Health and

Ageing. Vol. 4 No 3, page 23.

(21) ‘Naltrexone or methadone’? Debates about drug treatments for heroin dependence in the

context of drugs policy, Research Paper no. 7 2007-08. Social Policy Section, 6 September

2007. Parliament of Australia, Parliament Library. Pg I.

(22) Gowing, L., et al. Evidence supporting treatment: the effectiveness of interventions for

illicit drug use. ANCD research paper 3. Drug and Alcohol Services Council, South Australia,

National Drug and Alcohol Research Centre, Sydney. Australian National Council on Drugs,

2001. Pages 25 & 26.

(23) Roozen, H.G,, et al. A systematic review of the effectiveness of naltrexone in the

maintenance treatment of opioid and alcohol dependence. European Neuropsychopharmacology.

Volume 16, Issue 5, July 2006, Pages 311-323

On behalf of the Social Responsibilities Committee, Anglican Diocese of Brisbane Page 26



Naltrexone Therapy Report
(24) Veilleux, J. C., et al., A review of opioid dependence treatment: Pharmacological and

psychosocial interventions to treat opioid addiction, Clinical Psychology Review (2009),
doi:10.1016/j.cpr.2009.10.006. Pages 5 & 9.

(25) Wodak, a., et al. Ensuring the safety of new medications and devices: are naltrexone
implants safe? MJA Volume 188 Number 8 21 April 2008. Pg 438.

(26, 28) Sydney Morning Herald. Addicts say abstinence sets them free. Weekend edition page
7, “Opinion”. May 23, 2009.

(27) Today Tonight. The O'Neil Naltrexone Implant. Broadcast July 10, 2007. Pg 2.

(29) The Age. Naltrexone Implants Linked To Deaths - Jenny's Red News. April |1, 2009.
(30) 19S ‘Of Substance’, ANCD, July 2006, Australian Government Department of Health and
Ageing. Vol. 4 No 3, pages 23.

(31) ‘Naltrexone or methadone’? Debates about drug treatments for heroin dependence in the
context of drugs policy, Research Paper no. 7 2007-08. Social Policy Section, 6 September
2007. Parliament of Australia, Parliament Library. Pages 10 & I 1.

(32) Mattick, R., et al. National Evaluation of Pharmacotherapies for Opioid Dependence
(NEPOD): Report of Results and Recommendations, Monograph Series 52 NDARC (2004),
Commonwealth of Australia. Pg 2

(33) Veilleux, J. C., et al., A review of opioid dependence treatment: Pharmacological and
psychosocial interventions to treat opioid addiction, Clinical Psychology Review (2009),
doi:10.1016/j.cpr.2009.10.006. Page 5

(34) ‘Naltrexone or methadone’? Debates about drug treatments for heroin dependence in the
context of drugs policy, Research Paper no. 7 2007-08. Social Policy Section, 6 September
2007. Parliament of Australia, Parliament Library. Pg xiv

(35) Veilleux, J. C., et al., A review of opioid dependence treatment: Pharmacological and
psychosocial interventions to treat opioid addiction, Clinical Psychology Review (2009),
doi:10.1016/j.cpr.2009.10.006. Page 6

(36, 37) Gowing, L., et al. Evidence supporting treatment: the effectiveness of interventions for
illicit drug use. ANCD research paper 3. Drug and Alcohol Services Council, South Australia,
National Drug and Alcohol Research Centre, Sydney. Australian National Council on Drugs,
2001. Pg 47.

(38) Mattick, R., et al. National Evaluation of Pharmacotherapies for Opioid Dependence
(NEPOD): Report of Results and Recommendations, Monograph Series 52 NDARC (2004),
Commonwealth of Australia. Pg |

(39) Mattick, R., et al. National Evaluation of Pharmacotherapies for Opioid Dependence
(NEPOD): Report of Results and Recommendations, Monograph Series 52 NDARC (2004),
Commonwealth of Australia. Pgs 3-4

(40) Gowing, L., et al. Evidence supporting treatment: the effectiveness of interventions for
illicit drug use. ANCD research paper 3. Drug and Alcohol Services Council, South Australia,
National Drug and Alcohol Research Centre, Sydney. Australian National Council on Drugs,
2001. Pg 47.

(41). Mattick, R., et al. National Evaluation of Pharmacotherapies for Opioid Dependence
(NEPOD): Report of Results and Recommendations, Monograph Series 52 NDARC (2004),
Commonwealth of Australia. Pages 74 — 75

(42). Veilleux, J. C., et al.,, A review of opioid dependence treatment: Pharmacological and
psychosocial interventions to treat opioid addiction, Clinical Psychology Review (2009),
doi:10.1016/j.cpr.2009.10.006. Pages 6 & 10.

(43) Lobmaier, P., et al. Sustained-Release Naltrexone For Opioid Dependence (Review). The
Cochrane Collaboration. The Cochrane Library. 2009, Issue 4. John Wiley & Sons, Ltd. Pages | &
2.

(44) Kunge, N. et al. Naltrexone implants after in-patient treatment for opioid dependence:
randomised controlled trial. The British Journal of Psychiatry (2009). 194, 541-546. doi:
10.1192/bjp.bp.108.055319. Pages 541 & 545.

On behalf of the Social Responsibilities Committee, Anglican Diocese of Brisbane Page 27




Naltrexone Therapy Report
(45) Hulse, G., et al. Improving Clinical Outcomes in Treating Heroin Dependence:
Randomized, Controlled (46) Trial of Oral or Implant Naltrexone. Arch Gen Psychiatry.
2009;66(10):1108-1115.
Enck, R. Opioid management: Addressing the gap in understanding, education, and practice.
Journal of Opioid Management. March/April 2005, Volume |, Number |. page 5.
(47) Wodak, a., et al. Ensuring the safety of new medications and devices: are naltrexone
implants safe? MJA Volume 188 Number 8 21 April 2008. Pg 439.
(48) 19S ‘Of Substance’, ANCD, July 2006, Australian Government Department of Health and
Ageing. Vol. 4 No 3, pages 23.
(49) Brewer, C., Serum naltrexone and 6-beta-naltrexol levels from naltrexone implants can

block very large amounts of heroin: A report of two cases. Addiction Biology, Volume 7, Issue 3
July 2002, pages 321 — 323.

(50) Jeffrey, G.P., et al. Hepatitis C virus eradication in intravenous drug users maintained with
subcutaneous naltrexone implants. Hepatology. 2007 Jan;45(1):111-7.

(51) Hulse, G., et al. Biodegradability of naltrexone-poly(DL) lactide implants in vivo assessed
under ultrasound in humans', Addiction Biology, Vol. 13 (3/4), 2008 p. 364-374.

(52) Hulse, G., et al. Histological changes over time around the site of sustained release
naltrexone-poly(DL-lactide) implants in humans. U.S. National Library of Medicine, National
Institutes of Health. 2005 Nov 2;108(1):43-55. Epub 2005 Sep 9.

(53) ‘Naltrexone or methadone’? Debates about drug treatments for heroin dependence in the
context of drugs policy, Research Paper no. 7 2007-08. Social Policy Section, 6 September
2007. Parliament of Australia, Parliament Library. Pages | & 10.

(54) Lingford-Hughes, A. R, et al. Evidence-based guidelines for the pharmacological
management of substance misuse, addiction and comorbidity: recommendations from the
British Association for Psychopharmacology. Journal of Psychopharmacology. 18(3) (2004) 293—
335. Page 313

(55) Gowing, L., et al. Evidence supporting treatment: the effectiveness of interventions for
illicit drug use. ANCD research paper 3. Drug and Alcohol Services Council, South Australia,
National Drug and Alcohol Research Centre, Sydney. Australian National Council on Drugs,
2001. Pg 47.

(56) Veilleux, J. C., et al., A review of opioid dependence treatment: Pharmacological and
psychosocial interventions to treat opioid addiction, Clinical Psychology Review (2009),
doi:10.1016/j.cpr.2009.10.006. Page 6

(57) ‘Naltrexone or methadone’? Debates about drug treatments for heroin dependence in the
context of drugs policy, Research Paper no. 7 2007-08. Social Policy Section, 6 September
2007. Parliament of Australia, Parliament Library. Pg 8

(58) Pillai R, Nair BS, Watson RR. AIDS, drugs of abuse and the immune system: a complex
immunotoxicological network. Archives of toxicology 1991;65:609-17.

(59) McCarthy L, Wetzel M, Sliker JK, Eisenstein TK, Rogers T]. Opioids, opioid receptors, and
the immune response. Drug Alcohol Depend 2001;62: 111-23.

(60) Byrne A, Stimmel B. Methadone and QTc prolongation. Lancet 2007;369:366; author reply
-7

(61) Fanoe S, Hvidt C, Ege P, Jensen GB. Syncope and QT prolongation among patients treated
with methadone for heroin dependence in the city of Copenhagen. Heart 2007;93:1051-5.

(62) Wedam EF, Bigelow GE, Johnson RE, Nuzzo PA, Haigney MC. QT-interval effects of
methadone, levomethadyl, and buprenorphine in a randomized trial. Archives of internal
medicine 2007; 167:2469-75.

(63) Fonseca F, Marti-Almor |, Pastor A, et al. Prevalence of long QTc interval in methadone
maintenance patients. Drug Alcohol Depend 2008.

(64) Hallinan R, Byrne A, Agho K, McMahon C, Tynan P, Attia |. Erectile dysfunction in men
receiving methadone and buprenorphine maintenance treatment. The journal of sexual
medicine 2008;5:684-92.

On behalf of the Social Responsibilities Committee, Anglican Diocese of Brisbane Page 28




Naltrexone Therapy Report
(65) Hallinan R, Byrne A, Agho K, McMahon CG, Tynan P, Attia J. Hypogonadism in men
receiving methadone and buprenorphine maintenance treatment. International journal of
andrology 2009;32: 131-9.
(66) Dyer KR, White JM. Patterns of symptom complaints in methadone maintenance patients.
Addiction 1997;92: 1445-55.
(67) Schreiber S, Peles E, Adelson M. Association between improvement in depression,

reduced benzodiazepine (BDZ) abuse, and increased psychotropic medication use in
methadone maintenance treatment (MMT) patients. Drug Alcohol Depend 2008;92:79-85.
(68) Rosen D, Smith ML, Reynolds CF, 3rd. The prevalence of mental and physical health
disorders among older methadone patients. Am ] Geriatr Psychiatry 2008; |16:488-97.

(69) White W], McLaughlin P, Zagon IS. Effects of chronic methadone treatment on maternal
body weight and food and water consumption in rats. Pharmacology 1978; 17:227-32.

(70) Zagon IS, McLaughlin PJ. Perinatal methadone exposure and its influence on the
behavioural ontogeny of rats. Pharmacology, biochemistry, and behavior 1978;9:665-72.

(71) Zagon IS, McLaughlin PJ. Perinatal methadone exposure and brain development: a
biochemical study. ] Neurochem 1978;3 | :49-54.

(72) Osborne M. BT, Barnard P.D. Oral health status of prison inmates--New South Wales,
Australia. Aust Dental ] 2003;48:34-8.

(73) Fan J, Hser YI, Herbeck D. Tooth retention, tooth loss and use of dental care among long-
term narcotics abusers. Subst Abus 2006;27:25-32.

(74) Reece AS. Dentition of addiction in Queensland: poor dental status and major
contributing drugs. Australian dental journal 2007;52: 144-9.

(75) Reece AS. An Intriguing Association Between Dental and Mental Pathology in Addicted
and Control Subjects: A Cross-sectional survey. British Dental ] 2008;In Press.

(76) Reece A.S. Dental Health in Addiction. Australian dental journal 2009;54:185-6.

(77) Kim TW, Alford DP, Malabanan A, Holick MF, Samet JH. Low bone density in patients
receiving methadone maintenance treatment. Drug Alcohol Depend 2006;85:258-62.

(78) Howard AA, Floris-Moore M, Arnsten JH, et al. Disorders of glucose metabolism among
HIV-infected women. Clin Infect Dis 2005;40: 1492-9.

(79) Howard AA, Floris-Moore M, Lo Y, Arnsten JH, Fleischer N, Klein RS. Abnormal glucose
metabolism among older men with or at risk of HIV infection. HIV medicine 2006;7:389-96.
(80) Hser YI, Gelberg L, Hoffman V, Grella CE, McCarthy W, Anglin MD. Health conditions
among aging narcotics addicts: medical examination results. Journal of behavioral medicine
2004;27:607-22.

(81) Yang JC, Huang D, Hser YI. Long-term morbidity and mortality among a sample of cocaine
dependent black and white veterans. ] Urban Health 2006;83:926-40.

(82) Lobmaier, P., et al. Sustained-Release Naltrexone For Opioid Dependence (Review). The
Cochrane Collaboration. The Cochrane Library. 2009, Issue 4. John Wiley & Sons, Ltd. Pages | &
2.

(83) Veilleux, J. C., et al., A review of opioid dependence treatment: Pharmacological and
psychosocial interventions to treat opioid addiction, Clinical Psychology Review (2009),
doi:10.1016/j.cpr.2009.10.006. Page 6.

(84) 19S ‘Of Substance’, ANCD, July 2006, Australian Government Department of Health and
Ageing. Vol. 4 No 3, pages 22-23.

(85) Mattick, R., et al. National Evaluation of Pharmacotherapies for Opioid Dependence
(NEPOD): Report of Results and Recommendations, Monograph Series 52 NDARC (2004),
Commonwealth of Australia. Pages 44 - 46

(86) ‘Naltrexone or methadone’? Debates about drug treatments for heroin dependence in the
context of drugs policy, Research Paper no. 7 2007—-08. Social Policy Section, 6 September
2007. Parliament of Australia, Parliament Library. Pg 10

On behalf of the Social Responsibilities Committee, Anglican Diocese of Brisbane Page 29



Naltrexone Therapy Report
(87) Mattick, R., et al. National Evaluation of Pharmacotherapies for Opioid Dependence
(NEPOD): Report of Results and Recommendations, Monograph Series 52 NDARC (2004),
Commonwealth of Australia. Pg 37.

(88) Mattick, R., et al. National Evaluation of Pharmacotherapies for Opioid Dependence
(NEPOD): Report of Results and Recommendations, Monograph Series 52 NDARC (2004),
Commonwealth of Australia. Pgs 7-9

(89) ‘Naltrexone or methadone’? Debates about drug treatments for heroin dependence in the
context of drugs policy, Research Paper no. 7 2007-08. Social Policy Section, 6 September
2007. Parliament of Australia, Parliament Library. Pg I 1.

(90) http://www.freshstart.org.au

(91) Veilleux, ). C,, et al., A review of opioid dependence treatment: Pharmacological and
psychosocial interventions to treat opioid addiction, Clinical Psychology Review (2009),
doi:10.1016/j.cpr.2009.10.006. Page 9.

(92) Mattick, R., et al. National Evaluation of Pharmacotherapies for Opioid Dependence
(NEPOD): Report of Results and Recommendations, Monograph Series 52 NDARC (2004),
Commonwealth of Australia Pg 69.

On behalf of the Social Responsibilities Committee, Anglican Diocese of Brisbane Page 30



Naltrexone Therapy Report

APPENDICES

Appendix | Patriki, G. Brief Intervention - Costs vs Benefits diagram, (1999).
Appendix 2 Patriki, G. Brief Intervention - Cycle of Addiction diagram, (1999).
Appendix 3 Patriki, G. ‘Chemically Speaking’ DVD. Careforce, Melbourne. 1999. (Gillian has a
copy).

Appendix 4 Patriki, G. Brief Intervention - Needs & Emotions diagram, (1999).
Appendix 5 Patriki, G. Brief Intervention - Grief Cycle diagram, (1999).
Appendix 6 Patriki, G. Brief Intervention - Anger - Hatred diagram, (1999).
Appendix 7 Patriki, G. Brief Intervention - Action Plan diagram, (1999).
Appendix 8 Patriki, G. Brief Intervention - Stages of Change diagram, (1999).
Appendix 9 Patriki, G. Pharmacotherapies — opiates diagram (2010)

Appendix 10 Patriki, G. Harm Minimisation diagram (1999)
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Costs v Benefits Diagram
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Cycle of Addition diagram
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Needs and Emotions Diagram
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Grief Cycle diagram
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Anger/Hatred diagram,
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Action Plan
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Stages of Change
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Pharmacotherapies opiates diagram
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Harm Minimisation
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