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Background
Harmful alcohol consumption is a 
common presentation in primary care. 
Naltrexone is a safe and effective 
treatment for alcohol use disorder (AUD) 
that remains underused because of 
prescriber unfamiliarity, inconsistencies 
in guidelines, stigma and historical safety 
considerations.

Objective
This article reviews recent key research 
to assist naltrexone prescribing, including 
prescribing for patients with liver disease.

Discussion
Naltrexone is prescribed for fewer than 
3% of patients with AUD in Australia, 
including patients with alcohol-related 
liver disease who access tertiary care and 
for whom treatment can be lifesaving. 
Evidence indicates that naltrexone is safe 
for patients with severe alcohol-associated 
cirrhosis. Naltrexone’s safety in patients 
with severe acute hepatitis or acute-on-
chronic liver failure remains unknown; 
however, naltrexone’s ability to reduce 
alcohol consumption may outweigh any 
risks. Prescribers can align treatment 
with the patient’s goal: naltrexone can 
be initiated with or without prior alcohol 
withdrawal, and targeted (non-daily) 
dosing is suitable for some patients.

HARMFUL ALCOHOL CONSUMPTION is a 
common and undertreated presentation in 
general practice. Twenty-two per cent of 
Australian adults report a pattern of alcohol 
consumption that is hazardous to health,1 
and approximately 2.1 million Australian 
adults (9.7%) meet Diagnostic and Statistical 
Manual of Mental Disorders, Fifth Edition 
(DSM-5) criteria for alcohol use disorder 
(AUD) in the previous 12 months.2 Alcohol 
consumption is the fifth highest contributor to 
disease burden in Australia,3 so treatment to 
reduce alcohol consumption benefits patients 
and public health. Most Australian general 
practitioners (GPs) routinely ask about alcohol 
consumption,4 and most patients with AUD 
want their GP to offer pharmacotherapy.5 
Despite this, pharmacotherapy is prescribed 
to only approximately 3% of patients with 
AUD in Australia.6 The situation is similar 
when patients with alcohol-related liver 
disease access tertiary care,7 for whom 
treatment can be lifesaving.8–11

How does naltrexone work?
It is recognised that alcohol consumption 
is a learned behaviour that is reinforced by 
the release of endogenous endorphins.12 
Naltrexone reduces alcohol consumption 
by blocking endogenous opioid peptide 
ligands (ie molecules released by alcohol 
consumption) at μ-opioid receptors, which 
attenuates alcohol’s euphoric effects.13 

In the 1980s, evidence emerged indicating 
that administering opioid antagonists to 
alcohol-preferring rats that continued to 
drink alcohol resulted in gradual reductions 
in alcohol consumption.12 This effect was 
demonstrated in patients with AUD: the 
patients also reported that alcohol was less 
pleasurable, and cravings gradually reduced.12

Alcohol consumption can also be 
negatively reinforced.13 Over time, heavy 
alcohol consumption activates κ-opioid 
receptors, which contributes to dysphoria 
and craving for alcohol to relieve the negative 
emotional states.13 Naltrexone’s ability to 
block binding at the κ-opioid receptor reduces 
the dysphoria, and the cravings diminish.13

Naltrexone pharmacotherapy
Naltrexone is a remarkably long-acting opiate 
receptor antagonist with high μ- and κ-opioid 
receptor affinity.14–17 Naltrexone is distinctive 
in that its clinical effects in research samples 
correspond with duration of occupancy at 
the synapse rather than circulating plasma 
concentration.15 A 50 mg dose achieved a 
greater than 90% μ-opioid receptor blockade 
and 82% κ-opioid receptor blockade 
after approximately 49 hours in healthy 
subjects.14–17 Although the plasma half-life 
is 4–12 hours, naltrexone is likely to block 
opioid receptors considerably longer and may 
have implications for patients who will soon 
need opiate medication.15
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How to prescribe: Daily and 
targeted dosing and the 
Sinclair Method
Naltrexone is a Pharmaceutical Benefits 
Scheme (PBS) streamlined authority item 
for individuals who are alcohol dependent. 
Alcohol dependence is the International 
Classification of Diseases 11th Revision term 
and is comparable to moderate-to-severe 
AUD in the DSM-5. Recent changes to the PBS 
criteria expand the use of naltrexone to include 
the goal of reduced alcohol consumption.18 
Thus, patients do not need to be abstinent 
to take naltrexone. PBS subsidy requires a 
‘comprehensive treatment program with the 
goal of maintaining abstinence/controlled 
consumption’.18 Regular GP review meets this 
requirement;19 however, when needed and 
available, GPs should also encourage patients 
to engage with peer groups, community-based 
alcohol and other drug counselling or 
psychological therapy. A motivational 
interviewing approach when discussing 
patients’ patterns of drinking and maintaining 
factors for drinking will assist to match these 
therapies with patient need and stage of 
readiness to change. Not all patients will need 
these additional therapies, and not engaging 
with these additional therapies should not be 
a barrier to naltrexone treatment.

Daily dosing is the usual regimen.20 
Patients may initiate dosing at 25 mg 
(half tablet) daily with meals for up to 
3 consecutive days to limit nausea and other 
side effects before increasing to 50 mg daily.20 
If initiated during a period of abstinence, 
patients should be advised to continue taking 
naltrexone if they lapse.20

Targeted dosing involves taking 50 mg ‘as 
needed’ in anticipation of ‘high-risk-to-drink 
situations’, strong cravings or an intention to 
drink moderately.21 A popular targeted dosing 
approach, the Sinclair Method, has four main 
components: prior withdrawal is not required, 
patients are not instructed to abstain, patients 
take naltrexone when alcohol consumption 
is expected, and treatment continues 
indefinitely.12

For all approaches, it is recommended to 
arrange follow-up 1 week after initiation to 
discuss the patient’s experience of naltrexone, 
side effects and adherence. Thereafter, 
monthly review is recommended, and repeat 
liver enzymes at 1 month and every third 
month thereafter to screen for alcohol-related 

liver disease.20 Treatment duration should 
reflect each patient’s unique considerations 
including side effects, risk of relapse and 
social circumstances.20 Many patients 
will report reduced cravings and alcohol 
consumption within 3 weeks of commencing 
naltrexone and will report further reductions 
in craving and alcohol consumption over the 
next several months (even abstinence) if they 
continue to take naltrexone.12 Managing 
patient expectations regarding the immediacy 
of results and rate of reduction of alcohol 
consumption is important. Naltrexone does 
not cause withdrawal when discontinued and 
can be discontinued without tapering.22

Managing side effects
Naltrexone is generally well tolerated.20 
A common side effect is nausea,23 which is 
typically mild and resolves a few days after 
initiation.20 If side effects arise, the dose can be 
reduced to 25 mg/day, and once side effects 
have resolved, the dose can be increased to 
50 mg/day.20 Collaborative decision making 
and regular follow-up improve adherence.24

Contraindications and precautions
Naltrexone is contraindicated for patients 
taking opioids or those who have been 
dependent on opioids and stopped them 
within the past week.20

Naltrexone cannot be routinely 
recommended during pregnancy or lactation 
because of the lack of well-controlled safety 
studies.20,25 There is no evidence linking 
naltrexone for AUD during pregnancy with 
increased frequency of malformation or other 
harmful effects to the human foetus; however, 
in women treated for opioid use disorder, 
some evidence links naltrexone exposure 
during pregnancy with ectopic pregnancies 
and urogenital birth defects.23 Animal studies 
indicate an increased risk of foetal damage, 
so naltrexone is classed as Category B3.20,25 
However, given alcohol’s teratogenic effects, 
naltrexone may be safer than continued 
alcohol consumption in some pregnant or 
breastfeeding individuals,20 particularly 
when psychosocial treatments have not been 
successful or are not accepted.25 If naltrexone 
is considered, guidelines recommend 
consultation with the patient about the risks 
and benefits.20

No requirement for withdrawal 
or abstinence with naltrexone
Withdrawal is not required to initiate 
naltrexone, and abstinence prior to initiating 
naltrexone has not been shown to improve 
outcomes.20 Naltrexone’s hypothesised 
mechanism of action (μ-opioid receptor 
blockade and consequent dampening of 
alcohol’s pleasurable effects) suggests that 
patients who consume alcohol while taking 
naltrexone learn that alcohol consumption 
is less rewarding.12 Setting a goal for 
reduction of alcohol use can be consistent 
with both a harm-reduction framework and 
a person-centred approach.20

Many people with AUD prefer a gradual 
reduction of alcohol consumption over 
abrupt withdrawal.26 Gradual reduction 
also eliminates the need for inpatient 
withdrawal management, which is 
expensive and disruptive to patients’ lives 
and contributes to stigma. Withdrawal also 
dramatically increases brain glutamate, 
which is neurotoxic, and when withdrawal 
is recurrent is associated with lowering of 
the seizure threshold, more severe future 
withdrawal, increased likelihood of relapse, 
and cognitive decline.26 In contrast, gradual 
reduction allows smaller homeostatic 
adjustments of glutamate and GABA, 
which is less neurotoxic. Gradual reduction 
also provides opportunities to experience 
incremental success and regain a sense of 
control over drinking while practising the 
strategies learned during psychological 
therapy.26 Patients do not become unwell 
if they consume alcohol while taking 
naltrexone, and naltrexone has no effect 
on physiological withdrawal from alcohol. 
Treatment in the community may not be 
appropriate for some patients (eg patients 
consuming alcohol with seizure history, 
where reduction of alcohol consumption 
may precipitate a seizure).20

Benefits of naltrexone in practice
A meta-analysis in 2023 examined 
naltrexone’s efficacy in preventing a return 
to heavy alcohol consumption for ≥12 weeks 
versus placebo. It defined heavy alcohol 
consumption as ≥4 drinks per day for women 
and ≥5 drinks per day for men. In people with 
moderate-to-severe AUD, the number needed 
to treat (NNT) to prevent a return to heavy 
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alcohol consumption was 11.23 Relevant to 
appraising the magnitude of these effects, 
it is important to highlight that these NNTs 
relate solely to pharmacological effects and 
underestimate overall treatment effects.27 
Overall treatment effects (ie pharmacological 
plus placebo/contextual effects) are 
determined by comparing pharmacological 
treatment with no treatment. These are 
the choices available to GPs (ie treat or do 
nothing). Regarding mild-to-moderate AUD, 
targeted dosing (2–5 times/week) has been 
associated with fewer drinking days and less 
heavy drinking at 3-month follow-up.21

Prescribing for patients with liver 
disease, including decompensated 
cirrhosis
Preliminary studies in the 1980s of patients 
without AUD reported transient transaminase 
elevations in some patients when taking 
300 mg/day of naltrexone but not at 200 mg 
or less per day.28 This led to an abundance of 
concern about possible hepatotoxic effects.28 
What has since been shown is that naltrexone 
is safe and appropriate to prescribe for most 
patients with liver disease.7–11,29,30

Pharmacotherapy can be lifesaving 
for patients with alcohol-related liver 
disease (ALD), including decompensated 
ALD and alcohol-associated hepatitis, 
because abstinence improves prognosis 
and extends survival for these patients.8–11 
This is critical, as most patients with ALD 
continue to consume alcohol,8,9,29 and 
prognosis is poor even for early/compensated 
ALD.8 One study showed that abstinence 
improved survival (84% abstinent vs 65% 
non-abstinent) at 24 months and led to fewer 
decompensations (36% abstinent vs 58% 
non-abstinent) in patients with biopsy-proven 
alcohol-associated hepatitis.9 Another 
study found that naltrexone improved 
survival for patients with alcohol-associated 
cirrhosis, with longer duration of naltrexone 
treatment associated with greater survival.10 
Furthermore, naltrexone therapy was found 
to lower the risk of hepatic decompensation 
by 64%, improve survival by 51% and 
increase the likelihood of abstinence by 42% 
in a sample of patients with AUD and either 
ALD or unspecified cirrhosis when compared 
with patients who were not treated with 
naltrexone.11 Similarly, a large retrospective 

cohort study found that patients with AUD 
and alcohol-associated cirrhosis who took 
naltrexone had a lower incidence of hepatic 
decompensation than untreated patients even 
if naltrexone was initiated after diagnosis 
of cirrhosis.29 That study also reported that 
patients with AUD who took naltrexone were 
less likely to develop cirrhosis than patients 
not treated with naltrexone.29

The largest study investigating the safety of 
naltrexone for patients with compensated and 
decompensated alcohol-associated cirrhosis 
found no evidence of naltrexone-induced 
liver injury, and naltrexone was not associated 
with new decompensation or death.30 
At the end of the study, only 2% of patients 
had elevated transaminases, and a likely 
alternative cause was found for 77% of 
these cases.30

We are unaware of evidence relating to 
the safety of naltrexone for patients with 
severe acute hepatitis or acute-on-chronic 
liver failure. The benefits of naltrexone 
in reducing alcohol consumption likely 
outweigh any possible risk of hepatotoxicity,31 
and consideration should be included as part 
of informed decision making.

Vulnerable and isolated groups
It is well recognised that Aboriginal and 
Torres Strait Islander peoples and those in 
rural and remote communities have increased 
barriers to accessing AUD treatment.32 
The need to travel long distances to access 
care, wariness of services, shame and 
stigmatisation are all likely to contribute to 
low prescribing of AUD pharmacotherapies.33 
Naltrexone represents a viable treatment 
option for these communities, as it can 
be initiated immediately, requires little 
infrastructure and is very portable and 
relatively inexpensive.

Conclusion
The rate of prescribing of alcohol 
pharmacotherapy, in particular naltrexone, 
is too low to effectively treat and manage 
patients with AUD in Australia. GPs play a 
vital part in the provision of care to people 
with AUD and should feel empowered to 
offer this evidence-based treatment as the 
standard of care.

Key points
•	 There is no need for withdrawal from 

alcohol prior to initiating naltrexone.
•	 Patients do not need to be abstinent from 

alcohol to take naltrexone.
•	 Naltrexone may be particularly effective 

for gradual reduction in alcohol use.
•	 Naltrexone can be taken daily or 

‘as needed’ (targeted dosing).
•	 Naltrexone is not hepatotoxic.
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