
26 August 2019

Dear Tracey,

Re. Select Committee into Alternate A roaches to R

Coinmuni

Please find below my responses to the Committee's questions Please a so be in touch if you need
clarification or require more information

. Could you provide an overview of the N-ICE trial operating in Wollongong, Geelong and
Melbourne and its objectives?

The N-ICE trial will test the safety and efficacy of NAC as a pharmacotherapy for methamphetamine
dependence using a double blind placebo controlled randomised controlled trial (RCT) The trial will
involve 180 participants receiving either 12 weeks of oral NAC 12,400 ing daily) or placebo. This
Phase 2b trial is powered to confirm whether NAC has a clinical Iy relevant benefit on
methamphetamine use and a range of related clinical outcomes.

Below is a synopsis of the study which includes the objectives. Full details of the protocol have been
registered online at:
htt s: WWW. anzctr. or .au Trial Re istration Trial Review. as x?Id 374626&is Review=true

I have also attached our published trial protocol which summarises the study methods.
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Short title:

Study Description:

A randomised double blind placebo controlled study of the safety and efficacy
of N-Acetyl-Cysteine (NACj as a pharmacotherapy for methamphetamine
("ice") dependence

The N ICE trial

We will test the safety and efficacy of NAC as a pharmacotherapy for
methamphetamine dependence using a double-blind placebo-controlled
randomised controlled trial (RCT). The trial will involve 1.80 participants
receiving either 12 weeks of oral NAC 12,400 ing daily) or placebo. This is a
Phase 2b trial that is powered to confirm whether NAC has a clinical Iy relevant
benefit on methamphetamine use and a range of related clinical outcomes

Primary Objective: To test whether daily oral NAC (2,400 ing/day) delivered
as a take home medication will reduce methamphetamine use relative to
placebo,
Secondary Objectives: To test whether daily oral NAC delivered as a take
home medication will, relative to placebo, reduce the severity of
methamphetamine dependence, craving for methamphetamine,
methamphetamine withdrawal symptoms and psychiatric symptoms

Idepressive symptoms, suicidality, positive psychotic symptoms, and hostility),
have an acceptable adverse event profile, and not significantly increase the
use of other substances tincluding alcohol, tobacco, cannabis, heroin and
cocaine).

Objectives:



Endpoints: Primary Endpoint: The primary endpoint is methamphetamine use during the
12 week trial medication phase. There are two measures of this primary end
point, days of methamphetamine use, and methamphetamine positive saliva
tests, as described below.

I. The percentage of days using methamphetamine for the 28 days prior
to Assessments 0,4.8 and 1.2, assessed using the Timeline Follow
Back (TLBF)

2. Methamphetamine positive saliva tests I^25 rig/inL
methamphetamine in saliva sample) taken at Assessment I-12.

Secondary Endpoints:

Methamphetamine craving: Total score on the Craving Experience
Questionnaire (CEQ)' for the past week at Assessments 0-12.

Severi of metham hetamine de endence: Total score on the Severity of
Dependence Scale ISDSj ' for the past week at Assessments 0-12.

Methamphetamine withdrawal svmotoms; Total score on the Amphetamine
Withdrawal Questionnaire (AWQ)' for the past week at Assessments 0-12.

Symptoms of OSvchosis: Score of 4 or greater on any of the Brief Psychiatric
Rating Scale (BPRS)' items of suspiciousness, unusual thought content or
hallucinations for the past week at Assessments 0-12.

Hostility: Score of 6-7 on the BPRS hostility item for the past week at
Assessments 0-12.

Depression: Score of 4 or greater on the BPRS Depression item for the past
week at Assessments 0-12

Suicidalitv: Score of 4 or greater on the BPRS Suicidalityitem for the past week
at Assessments 0-12.

Study Population:

The_use of other major drug classes: The percentage of days using other drug
classes Itobacco, alcohol, cannabis, cocaine, ecstasy, hallucinogens, inhalants,
heroin), for the 28 days prior to Assessments 0,4.8, and 12, assessed using
the Timeline Follow Back ITLBF), and averaged across drug types

Adverse events: Percenta e of amci ants who re ort adverse events AEs

and serious adverse events ISAEs) from Assessment O until Assessment 12.

180 people (60 per site: Geeiong, Wollongong and Melbournej who are
dependent on methamphetamine, aged 18-60 years, seeking to reduce their
use of methamphetamine but not currently enrolled in drug treatment, riot in
need of acute care for psychiatric or other medical conditions, who do not
present with contraindications for receiving the trial medication, and who are
able and willing to comply with the trial protocol

Phase:

Description of
Sites/Facilities
Enrolling
Participants:

Phase 2

The trial will run through three trial sites with 60 participants recruited
through each site:

111 Deakin University via Barwon Health in Geelong ICls Dean and Turner, A
Berk),



Description of Study
Intervention:

(2) Wollongong University via Drug and Alcohol Services at the 1/1awarra and
Shoal haven Local Health District (CI Kelly, AIS Sinclair and Reid; PhD candidate
Raftery),
(3) Monash University via Turning Point ICls Lubman, Quinn, Dietze, and
Higgs; Manning).

2,400 ing oral of N-Acetyl-Cysteine (NAC) (or placebo) daily, taken as 2 x 600
ing capsules in the morning and evening, All participants will receive a
minimal intervention (the self help booklet, On reel,

3 yearsStudy Duration:

. Is there any international evidence to support the use of NAC amongst people with math
dependency?

As you will see from the trial protocol, there is evidence that NAC can reduce craving for various drugs
including methamphetamine. There are various trials testing whether NAC can reduce substance use
(tobacco, cocaine, cannabis). some of which have produced promising results. although most trials are
small scale and hence the results are not definitive. There was one very small trial that combined NAC
with Naltrexone for methamphetamine dependence, with unclear results, and it was riot possible to
determine the effect of NAC from this trial. The N ICE trial is the first trial internationally to test
whether NAC can reduce methamphetamine use/dependence

. I am aware that the trial continues until the end of the year. Are you able to comment on how
it is progressing, or tell us about its early results?

The trial is progressing very well, with 105 participants randomised at August 20' 2019, and we have a
follow-up rate of 72% for our weekly outcome assessments. We have extended the recruitment date
until the end of November (i. e. , final data collection should be complete around March 2019) to try to
achieve our target sample of 180.

Unfortunately, we don't have results yet because the N-ICE trial is a double-blind trial which means we
do not know who is on NAC and who is on placebo. We will only unblind the trial after all data s
collected and we are ready to analyse the results (expected to be around inid 2020)

Please note that the grant supporting the trial has been novated from Cuntn University in WA to
UNSW (National Drug and Alcohol Research Centre) because I have moved back to UNSW My
contract at Cumn University was due to end on January 312020, prior to the planned completion of
the trial. and Cumn University National Drug Research Institute) did not offer any ongoing
employment

. I understand that a trial is underway to test whether another type of stimulant can be used
for maintenance therapy for meth dependent people. Can you tell us about this trial?

I believe your are referring to the LIMA trial, which involves trial ling lisdexamfetamine Ia long-acting
amphetamine) as a replacement pharmacotherapy for methamphetamine dependence. This trial is
underway Information about the trial can be found at
tt WWW. anzctr. or .au ria Re istration n IRevi w. as x?Id=37271



. Are you aware of anything else that works medically in relation to meth dependence?

No. The evidence is very weak. The trials that have been conducted to date are too small often with
poor adherence to the medication and poor follow up for outcome assessments meaning that the
results are riot definitive

There are a number of problems that have plagued trials of agonist rep acement medications, such as
dexamphetamine and methylphenidate, which have been the primary focus of medication trials for
methamphetamine The trial protocols are very intensive requiring high evels of face to face contact
these medications can convey a high risk of toxicity (especially when combined with it icit
methamphetamine use), there is concern about the risk of diversion (abuse potentia ) and they are
only suitable for daily or almost daily consumers of methamphetamine These problems have thwarted
efforts to establish the safety and efficacy of substitute/agonist medications

One of the benefits of NAC is that it has a well-established safety pro^Co and no known abuse
potential, meaning it can be prescribed as a take-home medication. This has made it much easier to
trial. I think there is value in looking at similar low risk options. including those being mailed
internationally (e. g. . Ibudilast). as candidate medications. Many of these more novel compounds are
also beneficial in that they have a generic action across drug classes. This is helpful because most
people who are dependent on methamphetamine also use other substances. Please understand that
this is riot to say that substitution/replacement therepies don't have a place, but rather we need to be
mindful that they are likely to be suitable only for a proportion of people who use methamphetamine
and better evaluation is needed to understand whether they are safe and effective

. Noting that this work is ongoing, would it be correct to say that at present there is no proven
pharmacotherapy to address meth dependency7

Correct.

. In terms of treatment for math dependency, the Committee has heard evidence to support
longer treatment periods of between six months and four years' Do you agree with this?

I agree with providing orig term care to reduce the risk of relapse, but I don't have a fixed view
regarding the specific duration required or how this should be provided. For example. I don't believe it
would be necessary or helpfu to provide In patient/residential care for four years, however. follow-up
care of some form is likely to reduce relapse rates Our evaluation of community-based residential
rehabilitation for methaniphetamine found that people who stayed in residential rehabilitation longer
(notably those who stayed for around 3 months or longer) were more likely to be abstinent at I year
than people who left residential rehabilitation earlier. Essentially, the longer people stayed. the better
they did. (I believe this finding is consistent with international evidence on treatment outcomes for
residential treatment options for substance use more generally. ) However. it is difficult to achieve long
stays IPeople leave services early for a variety of reasons) and so services need to be designed with
the necessary supports (e g good rapport flexibility counselling) to retain participants and support
positive outcomes ve attached our two papers on the topic ICitations below), the first whiclT shows
st orig but time- Imited benefits of rehabilitation relative to no/minimal treatment, and a second that
looks at correlates of post-treatment abstinence amongst people who attended residential
rehabilitation Allothei considei'ation is the cost associated with long stay residential rehabilitation.
and how this weigh up against Ihe long-term benefits. This is something that we don t have good
data on I believe that to I' some people residential treatments are necessary but they don't suit
everyone and service delivery needs to be sufficiently flexible to PIOvide services that are tailored to
Individua needs and a so to provide cost effective origer term support to reduce relapse
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Yours sincerely,

Associate Professor Rebecca MCKetin

National Drug and Alcohol Research Centre
University of New South Wales
Sydney NSW Australia 2052
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