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PRELIMINARY COMMENTS
The National Drug Research Institute welcomes circulation of the Prescription strong (Schedule 8)
opioid use and misuse in Australia – options for a regulatory response Consultation Paper[1]. It is
timely that the TGA is looking to experiences with the opioid crises elsewhere, especially in North
America; is noting increasing opioid use and overdose in the Australian data; and is asking what
regulatory tools it has within its remit and how they could be exercised as part of the policy response
to prevent further escalations in opioid use and adverse events in this country.
We note the TGA has particular defined powers under the Therapeutic Goods Act 1989 and
Regulations, as outlined on page 9 of the Consultation Paper, and that the Consultation Paper and
the options canvassed are largely limited to those actions available to it. We also recognise that the
Consultation Paper is limited largely to higher risk Schedule 8 opioids although some S4 opioids are
also within scope. However we also appreciate the reference to other actions which could be taken
within the wider medicines control mechanisms in the Australian system, such as the various State
and Territory Poisons Schedules and the annexures to those. We urge the Australian Government
Department of Health, along with the TGA, to explore with its State and Territory partners what
sensible and balanced steps can be taken across the regulatory landscape to mitigate the expansion
of opioid misuse and associated harm.
The Consultation Paper acknowledges that the Australian Government has made funds available to
implement a national real-time prescription monitoring system, the Electronic Recording and
Reporting of Controlled Drugs (ERRCD). This system aims to assist physicians and pharmacists to
identify people at risk of harm or potential ‘doctor shoppers’ accessing S8 (and selected S4)
medicines. Overall we see the ERRCD as a welcome development that will hopefully reduce opioidrelated harm, although the effect it will have is yet to emerge.
As well as some likely benefits, the change may also have some unintended adverse consequences.
This could include a shift from prescription drug use to illicit opioid use, or an increase in illicit opioid
use, particularly for heroin injectors who may be using S8 medications to manage their opioid
withdrawals between heroin injections. Although the extent to which this is an issue will only unfold
once the scheme is implemented and settles in, it is something worth monitoring.
We note that Australia does not have a dedicated national opioid strategy. We have a National Ice
Action Strategy [2], a National Tobacco Strategy [3], and a (currently draft) National Alcohol Strategy
[4]. To our knowledge the most recent national strategy specifically addressing opioid use in
Australia was the 2001 National Heroin Overdose Strategy [5]. We believe that developing a national
opioid strategy that encompasses both licit and illicit opioid use and related harms and benefits, and
addresses the full range of regulatory, law enforcement, educational, treatment, peer based and
other strategies to prevent and manage opioid use and related harms including opioid overdose,
would be timely.
The TGA rightly notes that the factors contributing to an opioid crisis go beyond regulated drug
availability. They include both licit and illicit drug domestic production, importation and, nowadays,

must include online availability of both pharmaceutical opioids and illicit opioids in both the ‘clear’
and ‘dark’ web, and secondary supply from such importations. This broader context would need to
be the focus of a national opioid strategy. Support from the TGA for the development of a national
opioid strategy would be welcomed.
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ABOUT NDRI
The National Drug Research Institute’s (NDRI) mission is to conduct and disseminate high quality
research that supports evidence informed policy, strategies and practice to prevent and minimise
alcohol and other drug-related health, social and economic harms among individuals, families and
communities in Australia. Since its inception in 1986, the Institute has grown to employ about 30
research staff, making it one of the largest centres of drug research and public health expertise in
Australia. It is a World Health Organization Collaborating Centre for Alcohol and Drug Abuse.
Researchers have completed about 500 research projects, resulting in a range of positive outcomes
for policy, practice and the community. For example, NDRI research has significantly informed and
contributed to policy and evidence-based practice such as the National Amphetamine-Type
Stimulants (ATS) Strategy, the National Drug Strategy and the National Alcohol Strategy; contributed
to Australia’s involvement in international strategies, such as WHO Global and Regional Strategy to
Reduce Harmful Use of Alcohol; directly contributed to Australian and State government alcohol and
illicit drug policy, including cannabis policy and naloxone availability; significantly contributed to
international evidence-based school interventions; influenced NHMRC guidelines to reduce alcohol
health risks; and been cited in development of policy documents for Aboriginal Australians.
The Institute’s work was described as “research considered truly internationally competitive and
making a major contribution to the advancement of knowledge” in the Research Quality Framework.

CONSIDERATION OF REGULATORY OPTIONS
In this submission, NDRI limits its discussion to the options outlined in the Consultation Paper most
relevant to its research. We note however that several of the eight regulatory options canvassed, on
face value, appear to be sensible, including Option 5, a review of label warnings and revision to the
Consumer Medicines Information. We do not have any other specific comments on Option 5, nor do
we offer comment on Option 7 or Option 8.
Option 1: Consider the pack sizes for Schedule 8 opioids
On face value, having smaller pack sizes available for patients requiring short term analgesia of 1-3
days, such as post minor surgery, appears a sensible intervention. Accepting the evidence that the
standard pack sizes (30 or more) and default settings for clinical prescribing software in Australia are
far greater than would be needed for the treatment of most acute non-cancer pain, suggests such an
intervention would potentially limit the number of S8 medications ‘lying around’ in people’s
medicine cupboards, which would reduce the likelihood of subsequent use, misuse and overdose.

While patient education and warning labels about risks (see Option 5) and the Return of Unwanted
Medicines (RUM) (see Option 5) are worth pursuing, preventing or reducing the availability of
unused medications in the first place is likely to be an important preventive intervention.
We support the view the TGA consider reduced pack sizes for some settings in which S8 opioids are
used, notably for patients requiring short term analgesia of 1-3 days such as post minor surgery.
Option 2: Consider a review of the indications for strong opioids
Given the reported inconsistencies between products and classes and patient groups in the
Australian Register of Therapeutic Goods (ARTG) for Approved Indications and Patient Information,
we support the notion that the TGA review Approved Indications and Patient Information for S8
medications in light of current best practice clinical guidelines and the most up-to-date scientific
literature. We note it is imperative that such revisions ensure people in severe pain and in need of
prompt pain management are not disadvantaged as a result of any tightening of such indications and
any accompanying regulatory changes.
Option 3: Consider whether the highest dose products should remain on the market, or be restricted
to specialist / authority prescribing
These are questions worthy of regular consideration and review, although NDRI does not have any
evidence to suggest particular products should be removed from sale or access further restricted.
We note that in this Section there is a discussion of the wider availability of naloxone in the context
of the concerns about fentanyl-related overdoses in Canada. NDRI has been intimately involved in
research and research-based advocacy in support of the wider availability of naloxone in Australia
[6-16]. There is no question that increasing the availability of naloxone is an important component
of a multi-faceted overdose prevention and management response [12, 17]. We will address
naloxone availability more generally under Option 6, but notably for this option, while take-home
naloxone (THN) programs have proved helpful in responding to overdoses where street heroin
samples are adulterated with fentanyl [18, 19], several factors mitigate the effect of naloxone on
fentanyl overdoses. These are: (i) the dose of naloxone required is likely to be very high (but is yet to
be determined); (ii) fentanyl overdoses are characterised by rapid onset (seconds or minutes) rather
than the 20-30 minutes for many heroin overdoses [20], allowing far less time for intervention, and
(iii) the effective half-life of some fentanyl-based synthetic opioids [18] is far longer than heroin. To
date it appears that the majority of fentanyl-based overdoses we are seeing in this country appear to
be associated with diversion of pharmaceutical fentanyl products, almost exclusively transdermal
patches, which account for 99% of the market [21, 22]. This contrasts with the situation in North
America, which has witnessed the adulteration of street heroin with illicitly manufactured fentanyl
or counterfeit analgesic pills (e.g. ‘oxycodone’) containing fentanyl available through illegitimate
online pharmacies on the dark and clear web [18]. Further, Roxburgh and colleagues have
demonstrated that while morphine and oxycodone are the major contributors to opioid deaths in
Australia, the rate of fentanyl deaths per Oral Morphine Equivalent (OME) dispensed increased on
average 31% p.a. between 2002 and 2012 [23]. Given this, there is an opportunity for the TGA to
significantly contribute to a reduction in fentanyl-related overdose fatalities. To that end, the TGA
should explore supply-side strategies to limit the availability and diversion of the existing oral and,
particularly, transdermal fentanyl patch products on the market.

Option 4: Strengthening risk management plans for opioid products
The proposal for the TGA to work with product sponsors to update their risk management plans
seems a logical initiative. We endorse the adoption, following the US FDA initiative, of requiring all
sponsors of opioid products to provide RMPs, including continuing professional development (CPD)
training meeting the requirements of the relevant clinical colleges. Although, like any regulatory
measures, this will only have a significant impact if compliance is monitored and there are penalties
for non-compliance.
Naloxone
An issue not addressed in the consultation paper is the co-prescribing of naloxone for patients
prescribed strong opioids. In the US, the American Medical Association [24] and the Centre for
Disease Control [25] have recommended patients prescribed large doses of opioids (>50mg OME or
with other risk factors such as concurrent substance abuse disorder or concurrent benzodiazepine
use) be co-prescribed naloxone. Resources are also provided to assist the doctor to raise the issue of
naloxone prescription [26] in the context of broader opioid prescribing clinical guidelines and
resources [27]. Recent research with pain patients in San Francisco co-prescribed naloxone in
primary care found that 57% had positive responses to being offered it, 22% were neutral, 37%
reported positive behaviour changes having been prescribed naloxone and 5% reported that the
naloxone had been used to revive them in an overdose situation [28]. It is important to note that coprescribing naloxone should not, however, be a substitute for more controlled prescribing of the
opioids themselves, as canvassed elsewhere in the Consultation Paper.
Nonetheless we recommend the TGA consider requiring naloxone co-prescribing in Australia, and
undertake consultation with key stakeholders to explore relevant conditions under which it should
occur, and to develop practice guidelines appropriate for the Australian context.
Stigma
The Consultation Paper offers eight options for amending the regulation of opioids in Australia,
primarily Schedule 8 (S8) drugs with some implications for Schedule 4 (S4) drugs. The document
rightly discusses the importance of ensuring that regulatory changes made to opioids including S8
drugs do not stigmatise patients by endorsing the goals of the National Pharmaceutical Drug Misuse
Framework for Action (2012-2015), which included the goal to “enhance the quality use of
pharmaceutical drugs without stigmatisation or limiting their accessibility for therapeutic use” (p.7).
However, aside from this early mention in the document, the issue is not referred to again.
Stigma is a very important issue that needs to be considered when developing regulatory
approaches to opioid use in Australia. It is well known that people who consume opioids are
stigmatised in the popular media [55], when accessing health services [56] and within workplaces
[57]. Indeed the stigmatisation of certain alcohol and other drug consumption practices is a
fundamental part of how such practices are understood [58] and has significant negative effects on
health and well-being [60]. Importantly, stigma is negatively associated with the attainment of
individual health goals including the cessation of drug consumption [56].

The issue of stigma is most relevant for Option 4 (p15). One aspect of this option is to develop topics
for education programs for health professionals on issues relevant to opioids in Australia. The
consultation document makes some suggestions for important topics that could be included, but
does not mention stigma (p16). NDRI suggests the TGA recommend that the stigma faced by people
who consume opioids in Australia be a central part of education programs about opioid
consumption targeting health professionals. Stigma should be explored through the following
specific issues:
- The influence of stigma on people’s willingness and desire to disclose opioid consumption to
health professionals
- The influence of stigma on help-seeking practices of people who consume opioids
- The influence of stigma on general health and well-being
- The challenges faced by those trying to reduce the stigmatisation of people who consume
opioids within a prohibitionist legislative context.
Stigma affects both those with experience of criminalised consumption such as heroin and those
who consume opioids to manage health issues such as chronic pain. Stigma is an essential topic for
any education programs for health professionals focussed on opioids and S8 drugs in Australia.
Option 6: Consider incentives for expedited TGA review of improved products for pain relief and
opioid antidotes
Under this option, in addition to exploring non-opioid alternatives for pain control, the Consultation
Paper raises the issues of abuse-deterrent formulations for opioids and presentation of antidotes.
Regarding abuse-deterrent formulations, the paper states (p18):
There should not be the need to develop TGA-specific guidance for abuse-deterrent opioids, as
there are no local manufacturers for these products, and the Australian market would be small
on a global scale, and secondly because there remains some uncertainty on which technologies
may be the most effective for deterring abuse while avoiding transfer of the abuse to an
alternative and more dangerous opioids.
However, overseas experiences of the approval of abuse-deterrent opioid pharmaceutical
formulations have indicated they are easily subverted and can have unintended adverse
consequences. The most infamous of these examples was Purdue Pharma’s 1995 release and
promotion of the ‘abuse-deterrent’ form of ‘long acting’ Oxycodone OxyContin® [29]. This
formulation contained a hard coating and was marketed as safe for use in non-pain specialist
settings [30]. However, drug users quickly discovered they could crush the tablet and release the
‘12hr dose’ in a single injection [29], contributing to what became known as the ‘epidemic’ of ‘hillbilly heroin’ use. This was the beginning of the escalation of the pharmaceutical opioid problems we
now see in the U.S. [31].
Mindful that Consultation Paper authors are well aware of this history, we are not arguing against
expedited review for ‘tamper-proof’ formulations but rather for the need for caution about the
challenges in determining whether such new products are indeed as resistant to tampering as is
claimed.

To this end, should the TGA have a role in reviewing the abuse potential of opioids, we suggest
that consideration be given to seeking advice from persons familiar with illicit drug use practices
as part of the review process. A possible resource here is the Australian Injecting and Illicit Drug
Users League (AIVL), the national peak body representing state and territory peer-based drug user
organisations. AIVL has a 25 year history of working with government, researchers and other
organisations, bringing the voice of people who use drugs to produce community informed policy
treatment and other responses. We believe AIVL is well placed to work with the TGA to provide
expert community input regarding new opioid medications and their abuse potential, tamper-proof
properties and any potential unintended consequences of these.
We are very supportive of the proposition that: ‘New formulations of antidotes that allow carers to
administer antidotes more simply could also be reviewed in an expedited manner.’ (p.18)
The World Health Organization has noted that timely naloxone administration is crucial in
preventing morbidity and mortality associated with opioid overdose and that expanding access to
this medicine is a positive step towards reducing the morbidity and mortality of opioid overdose
[47]. Accumulating international evidence shows that the provision of take-home naloxone, with
appropriate training, to people who are likely to witness an opioid overdose (including opioid users
themselves, friends, family and service providers) can lead to successful opioid overdose reversals
and that it is a remarkably safe and cost-effective intervention with few, if any, adverse effects [e.g.
32, 33-44]. Opioid users experiencing reduced tolerance due to total or partial abstinence on a
voluntary (treatment) or enforced (prison) basis, are at greatly increased risk of overdose should
they use opioids again when discharged or released [45]. Indeed, one study found risk of overdose
for prisoners in the first two weeks after custody is 34 times greater than at other times [46].
In Australia, the first take-home naloxone (THN) program commenced in 2012 in Canberra [48], but
programs quickly followed in Sydney [10], Perth [8] and Melbourne [11]. As at November 2017,
across the evaluations of these THN programs in Australia, we have some 358 participants trained
and formally followed up with 142 (40%) overdose reversals using THN reported. Outside of these
evaluations, there have been more than 2500 additional trainings and provision to PWID with 359
anecdotal reports of reversals [49].
However, THN programs are unlikely to have an impact on overdose rates unless they can be scaled
up to ensure that many potential overdose witnesses have access to the medicine and the basic
knowledge needed to manage an overdose, including administering naloxone [11]. There are a
number of barriers to getting naloxone into the hands of illicit opioid users, who are most likely to
witness an overdose, and price is an important one of these [9, 50]. Many illicit opioid users are
financially disadvantaged. While they may be able to cover the cost of their day-to-day living
expenses, the cost of a medicine which is not immediately needed (although having the potential to
save their life or the life of someone else at some time in the future) may be lower on the budget
hierarchy, and for some it is not affordable. The cost of naloxone is currently listed as $74.50
(exclusive of dispensing fee) OTC for Phebra’s Prenoxad® (comprising 2mg; five 400 microgram doses
in a single-use syringe with a needle and patient instructions). Under the Pharmaceutical Benefits
Scheme, it is available for $39.50, or $6.10 on concession.

Naloxone is also available as ampoules (5 x ampoules of 400 micrograms each) for $79.00 on private
prescription, $38.50 under PBS and $5.40 on concession (but this is without needles or syringe to
administer and without patient instruction for lay administration). Recent research explored the
issue of affordability and willingness to pay. In 2016, 827 regular injecting drug users interviewed as
part of the Illicit Drug Reporting System were asked how much they would be willing to pay OTC at a
pharmacy for naloxone in a prefilled syringe with accompanying needle and instruction materials.
Some 41% said it should be free and 15% said they were willing to pay either $5 or $15 [51]. This
clearly falls well short of the price of the currently available product.
We are also aware that Mundipharma has its intranasal (IN) product (Nyxoid®) before the TGA for
consideration. Intranasal (IN) naloxone, has advantages over intramuscular (IM) injection, especially
for people not familiar with injection practices, thereby potentially making naloxone training simpler
while at the same time eliminating the risk of blood borne virus transfer [36, 52-54]. Having an IN
naloxone product available in Australia is well overdue and we would very much welcome its
prompt approval. Nevertheless it is important that any naloxone product is provided at a price
point that makes it accessible to potential overdose witnesses.
There is a range of community settings and contexts where naloxone could be made available to
those at risk of opioid overdose and those likely to witness it. These include, but are not limited to:
- drug user organisations who service active drug users (where many of the current Australian
THN programs take place)
- custodial services just before prison release
- drug addiction treatment upon discharge
- emergency departments on leaving subsequent to a non-fatal overdose
- accommodation shelters
- pain management services
While a great deal of work has been, and is being, done on developing appropriate training and
participant information materials, the cost of naloxone remains a substantial barrier to access. This is
an issue where consumers are required to pay, e.g. in community pharmacies, or where government
or community agencies need to find budget to pay for the medicine if they are providing it at no
charge to their clients. It appears there are at least three potential factors here:
- the price of the product as delivered by the supplier;
- any subsidy by the Federal Government under the PBS and or other schemes such as s85 or
s100, and;
- the capacity of state and territory government agencies or non-government agencies to offset
the cost of the medicine to supply at zero or low cost in community settings.
We encourage the TGA and other related agencies, such as the PBAC, to explore mechanisms to
facilitate naloxone being made available at the lowest possible cost to potential overdose victims
and witnesses.
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