
Since the recent rescheduling of codeine, patients 
who have been taking over-the-counter products are 
increasingly presenting to their GPs. For this reason, 
we are highlighting this article, which featured in a 
recent Medicine Today supplement.

On 1 February 2018, codeine became a prescription-only 
medication in Australia. Many patients who take codeine 
are presenting to GPs and other healthcare providers 
asking for advice. Some patients may have been using 

codeine intermittently for acute pain in recommended doses, and 
others may have found themselves taking larger doses over a longer 
period (see the case of Julie in Box 1). This article outlines the  
recommended assessment and management strategies for patients 
who present with different levels of codeine use in general 
practice. 

Why, how much, how often and how long?
The first step with patients presenting with over-the-counter (OTC) 
codeine use is to understand the underlying symptoms or conditions 
for which they are using codeine and to determine how likely they 
are to need help in stopping codeine. Are they taking codeine 
occasionally for acute pain or daily for chronic pain? Are they taking 
codeine for nonpain reasons, such as in response to stress, anxiety 
or insomnia? 

The next step is to assess the pattern of codeine use and ask 
patients what happens when they do not take it. This information 
will help determine whether they have developed opioid tolerance 
and show signs of opioid withdrawal on cessation. These symptoms 
may be part of a pattern of opioid dependence. However, opioid 
dependence (as defined by the International Classification of 
Diseases [ICD-10]) goes beyond neuroadaptation to opioids (with 
tolerance and withdrawal) to include behavioural components 
such as craving, continued use despite ill health or other harm 
and loss of control over use.

Patient assessment
Assessment of patients taking codeine should cover:
• current codeine use (reason, dose, route of administration, 

duration and symptoms on cessation)
• other medication and alcohol, nicotine and substance use
• mental health and physical comorbidities 
• social circumstances 
• physical examination (including signs of opioid toxicity 

and withdrawal; see Box 2)
• investigations (e.g. urine drug screen, liver function tests, 

full blood count)
• how difficult the patient thinks it may be to go without 

codeine and whether they experience opioid withdrawal 
symptoms when they go without codeine

• whether the patient is exceeding maximum doses, buying 
codeine from multiple pharmacies, obtaining prescriptions 
for codeine or other opioids or hiding their use from others.
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    KEY POINTS

• If a patient requests a codeine prescription, first establish the 
reason they take codeine and their pattern of use. 

•  If a patient has been using codeine regularly over a relatively long 
period (e.g. more than a month), assess for likely dependence.

•  A taper from codeine (e.g. with symptomatic medication or 
a medication such as buprenorphine–naloxone)is a 
reasonable approach in the first instance where a diagnosis 
of codeine dependence is not established.

•  When a patient clearly meets criteria for opioid dependence, 
with a well-established pattern of daily high-dose use, and 
taper approaches have failed, consider medication-assisted 
treatment for opioid dependence (e.g. with buprenorphine–
naloxone), with the support of alcohol and drug services for 
nonaccredited prescribers.
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CODEINE RESCHEDULING AND THE GP  continued 

Identifying opioid dependence
The ICD-10 includes criteria to identify 
dependence. According to the ICD-10,  opioid 
dependence is defined by the  presence of 
three or more of the following features at 
any one time in the preceding year:
• a strong desire or sense of compulsion 

to take opioids
• difficulties in controlling opioid use
• a physiological withdrawal state
• tolerance
• progressive neglect of alternative 

interests or pleasures because of 
opioid use

• persisting with opioid use despite 
clear evidence of overtly harmful 
consequences.
There are other definitions of opioid 

dependence or ‘use disorder’ (e.g. the Diag-
nostic and Statistical Manual of Mental 
 Disorders, 5th edition, [DSM-5]), but the 
central features are the same: loss of control 
over use, continuing use despite harm, crav-
ing, compulsive use, physical tolerance and 
dependence remain key in identifying 
problems.

Is the patient experiencing pain 
or opioid withdrawal?
For a patient who takes codeine regularly, 
it can be difficult to differentiate between 
the re-emergence of pain and the emer-
gence of opioid withdrawal symptoms. Pain 
symptoms often increase during opioid 
withdrawal. Some patients describe taking 
codeine as ‘the only thing that works’, for 
example in self-management of persistent 
or recurrent headaches. In some cases, a 
detailed assessment can reveal that opioid 

overuse or withdrawal itself may be the 
cause of the headaches (medication overuse 
headache, Box 3).1 In other cases, patients 
have always used the ‘strongest’ product 
available and have never tried taking simple 
analgesics without codeine.

Is the patient likely to need help 
in stopping codeine?
The assessment and management of 
patients who present with regular OTC 
codeine use is summarised in the Flow-
chart. Management approaches depend 
on the likelihood of opioid tolerance and 
dependence.

Patients who are unlikely to be 
codeine tolerant or dependent 
Patients who are unlikely to be opioid 
dependent include those who have taken 
codeine intermittently for relief of acute 
pain, for example once a week or less often. 
For most people, simple OTC analgesics 
are as effective as combination analgesics 
containing low-dose codeine. A typical 
example of such a patient, Tom, is described 
in Box 4. 
Management principle: for patients who 
are unlikely to be opioid tolerant or 
dependent, give brief advice on the 
changes in codeine availability and 
other options for management of acute 
pain.

Patients with possible codeine 
tolerance and withdrawal but 
uncertain dependence
Some patients may have been taking 
codeine daily or on most days for at least 

a month, but do not have clear features of 
opioid dependence, as in the case of Harriet 
in Box 5. These patients describe codeine 
use only in the context of managing their 
pain. They take doses in the recommended 
range (albeit for a longer period than rec-
ommended), and they may not yet have 
tried to cease codeine. 

These patients may need medical assis-
tance in ceasing codeine use. Reasons not 
to prescribe codeine or another opioid 
are outlined in Box 6.2 Depending on the 
patient’s level of codeine use, opioid tol-
erance, self-efficacy and resilience, either 
a trial of cessation with no medication or 
a short opioid taper assisted by a nonopi-
oid medication may be appropriate. Alter-
native (nonopioid) pain management 
approaches should also be discussed. 
Management principle: in the absence of 
a clear diagnosis of opioid dependence, 
support attempts at ceasing codeine.

1. A PATIENT WHO DOES NOT KNOW WHAT TO DO WITHOUT CODEINE 

Julie, aged 52 years, presents to your general practice with intermittent diarrhoea and nausea. 
She has seen several other GPs previously and was investigated for a gastrointestinal infection 
and treated symptomatically with diphenoxylate hydrochloride plus atropine sulfate. The test 
results showed no evidence of infection. 

You take a history, including asking whether she takes any over-the-counter (OTC) medications. 
She reports that she takes ibuprofen plus codeine phosphate (12.8 mg) for ‘back pain and 
 anxiety’ and ‘to help her sleep’. On  further questioning, she says she takes 20 tablets a day and 
is worried about this. When she heard she will no longer be able to buy the medication OTC from 
the pharmacy, she stockpiled a few weeks’ worth of tablets. Now she does not know what to do.

2. OPIOID WITHDRAWAL SYMPTOMS

• Symptoms of withdrawal are similar 
for all opioids but vary in severity and 
duration depending on the opioid 

• Physical symptoms of codeine 
withdrawal commence six to 12 hours 
after last use and last for about 
five days 

• Signs and symptoms of codeine 
withdrawal can range from mild to 
unpleasant but are rarely  life-threatening 
(providing adequate hydration and 
electrolyte balance is maintained) 

• Symptoms of opioid withdrawal include:
 – lacrimation, rhinorrhoea and 
sneezing

 – dilated pupils (>4 mm)
 – yawning
 – hot and cold flushes
 – sweating and piloerection
 – craving
 – anxiety, restlessness and irritability
 – tachycardia
 – disturbed sleep
 – gastrointestinal tract symptoms 
(e.g. anorexia, abdominal pain, 
nausea, vomiting and diarrhoea)

 – muscle, bone and joint pain
 – headache, muscle cramps
 – tremor
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How useful is the codeine dose in 
diagnosing dependence?
The case of Harriet in Box 5 demonstrates 
that problems with codeine can emerge even 
at recommended doses. The dose of codeine 
taken may help indicate the degree of 
dependence and the likely severity of opioid 
withdrawal symptoms. However, codeine 
has variable metabolism. About one in 10 
people of Caucasian background are con-
sidered ‘ultra-rapid metabolisers’ of codeine, 
converting codeine into larger dose of mor-
phine than usual and being at risk of toxicity. 

At the other end of the spectrum, 5 to 10% 
of the population are ‘poor metabolisers’ 
and cannot convert codeine into morphine, 
therefore experiencing little analgesia.3,4 

Variation in metabolism is linked to 
genetics, with the reported prevalence of 
ultra-rapid metabolisers ranging from 1 to 
25%, depending on genetic background.3 
Consequently, it is possible, albeit uncom-
mon, to have a significant level of opioid 
tolerance while taking relatively low t her-
apeutic doses of OTC codeine. For exam-
ple, as few as eight tablets per day of OTC 

codeine has led to dependence requiring 
opioid agonist treatment. Similarly, opioid 
toxicity has been reported in patients tak-
ing relatively low daily doses of codeine. 
The patient’s symptoms on opioid cessa-
tion and assessment of other clinical indi-
cators should drive the treatment approach 
as much as the codeine dose.

Patients who are likely to be 
codeine dependent
Patients who have been taking codeine 
regularly (at least daily and probably 

SUGGESTED MANAGEMENT OF PATIENTS WITH REGULAR USE OF OVER-THE-COUNTER (OTC) CODEINE

Assess 
• substance use (recent or past history), including codeine, 

other opioids, alcohol, benzodiazepines
• mental health problems
• gastrointestinal bleeding or ulcers (if ibuprofen use)
• full blood count, liver and kidney function, urine drug screen, 

pregnancy test, serum paracetamol level (if relevant) 

Patient presents with regular use of OTC codeine  
(history of daily or almost daily use for at least one month)

If unsuccessful

If unsuccessful

Patient may experience withdrawal 
symptoms but unlikely to be 
codeine-dependent
• Is using lower doses of codeine
• Has not tried to stop 
• Does not meet criteria for opioid 

dependence

Patient expected to experience 
opioid withdrawal but likely to have 
less severe opioid dependence 
• Is using maximum 

recommended dose of OTC 
codeine formulation (or slightly 
more than recommended dose)

• Has tried unsuccessfully to stop 
or reduce dose

Patient expected to experience significant 
opioid withdrawal and likely to have more 
severe opioid dependence 
• Is using OTC codeine daily for at least 

one month (and probably much longer)
• Has a combination of the following:

– likely to be exceeding maximum dose
– previous unsuccessful attempts to 

cease codeine use
– opioid withdrawal symptoms on 

cessation
– loss of control over codeine use
– continued codeine use despite harm
– significant risk of relapse

• Educate patient about opioid withdrawal
• Initiate short-term withdrawal 

management using nonsymptomatic 
medications

• Monitor for withdrawal severity, relapse 

• Consider one-week 
outpatient withdrawal with 
buprenorphine–naloxone 

• Monitor for relapse 
• Obtain advice from drug and 

alcohol services if required
• Consider longer-term medication-assisted 

treatment (e.g. buprenorphine–naloxone) 
• Also consider outpatient or inpatient 

withdrawal with support from drug and 
alcohol services

• Review comorbidities (past or current 
end-organ damage, mental health problems)
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multiple times a day for months or years) 
are likely to have developed tolerance  
to codeine and may have developed 
dependence, as in the case of Ivana (Box 
7). These patients may take codeine for  
pain or for nonpain reasons such as 
insomnia and to help with psychological 
distress. 

Other characteristics commonly asso-
ciated with codeine dependence include:
• difficulty stopping or inability to

imagine stopping codeine use
• emergence of withdrawal symptoms six

to 12 hours after the last codeine dose
• self-medication with opioids for

opioid withdrawal that has been   

self-diagnosed as re-emergence of 
pain (e.g. rebound headaches)

• other substance use disorders (more
often alcohol, benzodiazepines and
less frequently other opioids or other
illicit drugs)

• concurrent mental health conditions.
Management principle: advise patients
with significant codeine dependence to
consider maintenance treatment with
buprenorphine–naloxone or methadone, 
following national guidelines.5 Another
option is detoxification. Address any con-
current mental health problems and
investigate for possible adverse effects
of high-dose ibuprofen or paracetamol,
as relevant.

Management options for codeine 
dependence
Maintenance treatment with buprenor-
phine–naloxone or methadone (also 
termed substitution treatment) is indicated 
for the treatment of opioid dependence, 
including codeine dependence.5 Other 
opioids, such as oxycodone–naloxone, are 
not indicated in the treatment of opioid 
dependence. Most state and jurisdictional 
regulations preclude use of opioids other 
than methadone and buprenorphine (with 
or without naloxone) for the treatment of 
opioid dependence. 

3. MEDICATION OVERUSE HEADACHE

• Medication overuse headache is a
common condition, affecting 1 to 2%
of the population1

• Opioids are commonly implicated,
although a wide range of other
medicines can cause medication
overuse headache

• This condition should be considered
in patients who present complaining
of chronic daily headache (headache
occurring continuously or at least
second daily on more than 14 days
in a month)

• Most patients (50 to 70%) respond
well to withdrawal of the overused
medication1

4. A MAN WHO USES CODEINE
INTERMITTENTLY

Tom, aged 34 years, has been taking  
paracetamol plus codeine phosphate (8 mg) 
for a few days every couple of months for 
headaches. He attends your general practice 
asking for a prescription for paracetamol 
plus codeine as he cannot buy it OTC now. 
You explain that, because of concerns about 
the lack of effectiveness of codeine and its 
associated risks, the decision was made to 
remove OTC codeine from sale. You tell him 
that, for most people, other OTC combina-
tions that do not contain codeine are as 
 effective as low-dose codeine products. 

Tom presents several months later for 
another condition and incidentally reports 
that ibuprofen is adequately treating his 
occasional headaches.

5. A WOMAN WITH MILD CODEINE
WITHDRAWAL

Harriet, aged 43 years, has a workplace  
injury to her hand and presents to you for an 
injury insurance review. She has been taking 
a strong pain tablet containing paracetamol 
500  mg and codeine 15  mg. The pharmacy 
informed her that this is no longer available 
and suggested she see her GP. 

Harriet has been taking six to eight 
codeine-containing tablets a day for the past 
four months. She is struggling with the work 
cover claim and is experiencing conflict with 
her employer, who is unable to provide  
suitable alternative duties. Her surgeon and  
physiotherapist are pleased with her  
progress. Harriet has noticed she feels more 
anxious and experiences an upset stomach 
when she tries to go without codeine.

6. WHY NOT JUST PRESCRIBE CODEINE OR ANOTHER OPIOID?

Now that analgesics containing codeine are no longer available OTC, patients may request a 
prescription for codeine. It is important for GPs to explain that there is a lack of evidence 
demonstrating the long-term analgesic efficacy of codeine in treating chronic noncancer pain. 
Long-term use of opioids has not been associated with sustained improvement in function or 
quality of life, and there are increasing concerns about the risk of harm. Replacing low-dose 
codeine products with low doses of stronger opioids (such as low-dose oxycodone or 
oxycodone–naloxone combinations) is strongly recommended against for this reason.

GPs should explain that the risks associated with opioids include tolerance, leading to 
dose escalation, overdose, falls, accidents and death. It should be emphasised that OTC 
codeine-containing analgesics were only intended for short-term use (one to three days) 
and that longer-term pain management requires a more detailed assessment of the 
patient’s medical condition and clinical management. 

New trials have shown that for acute pain, nonopioid combinations can be as effective 
as combination analgesics containing opioids such as codeine and oxycodone.2 If pain 
cannot be managed with nonpharmacological techniques and nonopioid medications 
then consider referring the patient to a pain specialist or pain clinic. 

Patient resources for pain management are freely available online to all clinicians at 
websites such as:
• Pain Management Network in NSW – www.aci.health.nsw.gov.au/networks/

pain-management
• Australian and New Zealand College of Anaesthetists Faculty of Pain Medicine –

fpm.anzca.edu.au
• Hunter Integrated Pain Service – www.hnehealth.nsw.gov.au/Pain/Pages/Pain.aspx

CODEINE RESCHEDULING AND THE GP  continued 
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Detoxification is an alternative to main-
tenance treatment, particularly for patients 
who have less severe dependence and 
no medical problems such as liver, kidney 
and gastrointestinal complications due 
to the use of high doses of ibuprofen or 

paracetamol in codeine-containing products 
or other factors that increase the risk of 
relapse. For patients who have used larger 
doses of opioids and have established opioid 
dependence, short-term opioid tapering is  
associated with poorer treatment outcomes 
compared with maintenance treatment with 
opioid agonists.6 The low rates of success for 
short-term withdrawal and risk of overdose 
with loss of tolerance should be discussed 
with the patient. The patient should be 
advised that if codeine withdrawal man-
agement is unsuccessful then maintenance 
treatment with supervised buprenorphine–
naloxone or methadone is indicated. 

Concurrent mental health problems 
such as anxiety should be addressed. 
Options include face-to-face psychological 
support (e.g. through a mental healthcare 
plan) or online support (e.g. through 
 services such as beyondblue). During  initial 
withdrawal, psychosocial approaches are 
recommended before  psychotropic medi-
cations, as opioid withdrawal symptoms 
can contribute to diagnostic uncertainty.

When a patient is codeine dependent, 
longer-term prescribing of opioids should 
be under the framework of supervised 
medication-assisted treatment of opioid 
dependence (e.g. with buprenorphine–
naloxone or methadone). Clinicians should 
contact the local health department to 
confirm requirements in their jurisdiction 
before prescribing pharmacotherapy, in 
addition to checking electronic medical 
records and prescription monitoring 
records where these are available. 

When patients report taking large doses 
of ibuprofen plus codeine or paracetamol 
plus codeine combination products, rele-
vant investigations should be considered, 
particularly to assess for renal and hepatic 
impairment and for anaemia. A range of 
serious and even fatal consequences have 
been reported with long-term high-dose 
use of codeine combination products, 
including perforated gastric ulcer, hypo-
kalaemia and liver failure.7

Weaning off codeine in an 
outpatient setting
An opioid taper may be appropriate for 
patients who:
• show evidence of physiological 

dependence to codeine but no clear 
diagnosis of opioid dependence

• are otherwise in good health and do 
not have concurrent comorbidities 
that warrant specialist assessment or 
admission for inpatient treatment

• have no other concurrent substance 
use disorders and are not using other 
psychoactive substances of concern

• have home and social environments 
that are safe, supportive and free 
from other substance use.
Patients who have significant comor-

bidity or concurrent substance use disorder 
may be best managed in a specialist drug 
treatment setting, in an outpatient setting 
through a shared-care arrangement, or 
with the input and support of health  care 
providers and services specialising in 
 treatment of substance use disorders.

An opioid taper can be considered as 
the first step in assessing opioid dependence 

CODEINE RESCHEDULING AND THE GP  continued 

TABLE 1. SYMPTOMATIC MEDICATIONS TO TREAT OPIOID WITHDRAWAL SYMPTOMS 

Withdrawal 
symptom

Symptomatic medication Notes

Diarrhoea Loperamide 4 mg as an initial dose 
then 2 mg as required 

Maximum dose of 16 mg per  
24 hours

Nausea or 
vomiting

Metoclopramide 10 mg every 4 to  
6 hours (maximum 30 mg daily)

Prescription required, 
metoclopramide preferred as does 
not cross the blood–brain barrier 
and is not sedating

Muscle 
cramps or 
pain

Ibuprofen 400 mg three times a day 
or paracetamol (up to 1 g four 
times a day, no more than 4 g 
[eight tablets] in 24 hours)  
or hyoscine butylbromide  
10 to 20 mg four times a day

Do not recommend ibuprofen for 
patients with a history or risk of 
peptic ulcer or gastritis, including a 
history of regular high-dose 
ibuprofen–codeine use; do not 
recommend paracetamol for those 
with a history or risk of hepatic 
problems 

Insomnia Symptomatic medications not 
recommended; provide psychological 
support and strategies for insomnia

Agitation or 
anxiety

Symptomatic medications not 
recommended; provide 
psychological support and relaxation 
strategies for anxiety management

7. A WOMAN WITH SIGNIFICANT 
CODEINE DEPENDENCE

Ivana, aged 27 years, has been taking  
20 to 30 ibuprofen plus codeine (12.8 mg)  
tablets daily for the past six months for 
recurrent lower back pain. She has been 
increasing the dose as the back pain is not 
responding. She finds that the tablets also 
help with her anxiety. She says she cannot 
stop because she feels terrible when she 
does: ‘the pain is really bad, I feel sweaty, 
shivery, nauseous, with gut cramps and 
diarrhoea. My partner is very worried 
about me …’ 

She recently presented to the emergency 
department of the local hospital with acute 
abdominal pain, which was diagnosed as 
caused by an ulcer, and she was also told 
she has anaemia.
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when use has been in lower doses or over 
shorter periods, and other pharmacological 
approaches are not indicated. For an opioid 
taper to be indicated, the patient should 
describe a pattern of daily or near daily 
codeine use for at least a month (it is likely 
it would be longer) and opioid withdrawal 
symptoms on codeine cessation (see  
Box 2). If the patient has not experienced 
opioid withdrawal symptoms on cessa-
tion then it is appropriate, before a  
medication-assisted taper is considered, to 
educate them about withdrawal symptoms 
and ask them to try ceasing codeine and 
record daily symptoms in a symptom diary. 

Symptomatic medications (nonopioid 
medications that reduce the symptoms of 
opioid withdrawal) can be used by patients 
who wish to self-manage codeine cessation 
without an opioid being prescribed. Exam-
ples are listed in Table 1. Patients should be 
advised that these medications can reduce 
the discomfort but may not entirely relieve 
opioid withdrawal symptoms. 

Medication options for managing 
codeine withdrawal symptoms
A range of medications have been proposed 
to help manage the temporary discomfort 
caused by codeine cessation, including the 
nonopioid symptomatic medications 
described above and opioids. These 
 medications and their regulatory require-
ments, supporting evidence, advantages 
and  disadvantages are summarised in 
Table 2.8-16 This use is off-label for most; 
many have limited supporting evidence 
and not all can be recommended. 

The largest body of evidence supports 
the use of sublingual buprenorphine 
 (provided as buprenorphine–naloxone), 
followed by symptomatic medications. The 
latter nonopioid medications are an alter-
native that may be appropriate for patients 
with lower-level opioid neuro adaptation and 
are discussed above.  Prescribed codeine, 
tramadol and buprenorphine patches have 
also been proposed to treat opioid with-
drawal but their use is off label for this 
 purpose and they have a limited evidence 
base. Tramadol and buprenorphine patches 

are  indicated only to treat pain.
If opioid withdrawal symptoms are not 

relieved by buprenorphine or sympto-
matic medications then this may  indicate 
a higher level of dependence. Where the 
treating doctor does not  possess  relevant 
training and experience, these patients 
may require referral for management by 
an addiction medicine specialist in an 
inpatient or outpatient setting. Mainte-
nance treatment with opioid agonists 
(buprenorphine–naloxone or methadone) 
should be considered for these patients. 

Prescribing of opioids for the manage-
ment of codeine withdrawal should be 
limited to a maximum of seven to 10 days. 
If longer periods of medication are required 
then these should be provided in the 
 context of medication-assisted  treatment 
for opioid dependence (buprenorphine–
naloxone or methadone) in accordance 
with national and jurisdictional guide-
lines.5 There is little evidence to support 
the use of medications other than metha-
done and buprenorphine–naloxone, and 
for this reason these other approaches are 
not recommended. It is strongly recom-
mended not to transfer patients to strong 
opioids such as oxycodone,  oxycodone–
naloxone or fentanyl. 

Patients should be in contact with an 
experienced healthcare professional while 
undergoing opioid withdrawal, and this 
contact should be at least daily during the 
first few days to allow clinical review and 
dose adjustment. Because of interpatient 
variability in the opioid effects of codeine, 
the risk of either undertreatment or over-
sedation should be considered. Review of 
patients is recommended a few hours after 
the first dose of buprenorphine–naloxone. 
Patients should be warned that they may 
have difficulty fulfilling their usual roles 
during this time; they may need time off 
work or to make alternative child care 
arrangements and they may not be able to 
drive a car (depending on the strength of 
the medication prescribed and how it affects 
them). If necessary, opioid withdrawal can 
be conducted in a residential facility such as 
a drug and alcohol detoxification service.

Buprenorphine in management 
of codeine withdrawal
The largest body of evidence is for the use 
of buprenorphine in the clinical manage-
ment of opioid withdrawal.16 The efficacy 
of buprenorphine is supported by a 
Cochrane review, and the most clinical 
experience exists for buprenorphine to 
treat codeine dependence.16,17 

Buprenorphine is ideal for manage-
ment of opioid withdrawal as it is a partial 
agonist with a ceiling on respiratory 
depressant effects and can be administered 
with  once-daily supervised dosing.18 A 
sample buprenorphine–naloxone with-
drawal  regimen is shown in Box 8. 

When a patient commences buprenor-
phine, key considerations include avoiding 
‘precipitated withdrawal’. This occurs when 
buprenorphine is administered while a full 
opioid agonist is still active in the body. 
Buprenorphine displaces the full opioid 
agonist at the mu-opioid receptor, leading 
to opioid withdrawal symptoms. To avoid 
precipitating opioid withdrawal, standard 
procedures outlined in guidelines include 
waiting until mild-to-moderate opioid 
 withdrawal  symptoms are observable, 

8. SAMPLE BUPRENORPHINE–
NALOXONE WITHDRAWAL REGIMEN

Day 1: Administer 2 mg buprenorphine–
naloxone at onset of withdrawal as a 
pharmacist-supervised dose. Assess 
tolerance two hours later. Give an 
additional 2 to 4 mg as a supervised 
dose four hours later, if required 
(depending on opioid withdrawal 
symptoms).
Day 2: Administer 4 to 8 mg 
buprenorphine–naloxone in the morning. 
Dose depends on total dose on day 1; 
assess whether any sedation occurred 
following the first dose, and if sedation 
is reported then reduce or do not 
exceed day 1 dose.
Day 3: Administer 4 to 6 mg 
buprenorphine–naloxone
Day 4: Administer 2 to 4 mg 
buprenorphine–naloxone
Days 5 and 6: Administer 2 mg 
buprenorphine–naloxone daily for  
two days, then cease.
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CODEINE RESCHEDULING AND THE GP  continued 

TABLE 2. COMPARISON OF MEDICATION APPROACHES FOR SHORT-TERM MANAGEMENT OF OPIOID WITHDRAWAL (OVER SEVEN 
TO 10 DAYS)8-16

Medication Regulatory 
requirements

Requires 
off-label use

Strength of 
evidence

Advantages Disadvantages Notes on dosage

Buprenorphine–
naloxone 
(sublingual)

Permit before 
treatment; 
patient 
registered as 
drug 
dependent in 
some 
jurisdictions

Indicated for 
opioid 
dependence 
(off-label for 
pain)

Multiple well- 
conducted 
RCTs 
demonstrate 
efficacy and 
safety8

• A large 
evidence base 
(e.g. Cochrane 
reviews) shows 
it is the most 
effective option 
for opioid 
taper16

• More restrictive than 
other options (regulatory 
requirements and 
supervised dosing)

• Indicated only for opioid 
dependence, not for 
chronic pain in the 
absence of opioid 
dependence

• See sample 
withdrawal 
regimen (Box 8) 
or refer to state 
and national 
guidelines

Tramadol 
(oral)

Only those 
that apply to 
S4 
medications

Yes
(indicated 
for pain not 
opioid 
dependence)

Low – a small 
number of RCTs 
demonstrate 
efficacy and 
safety9-12

• A small number 
of studies 
examined a 
one-week 
tramadol taper, 
with outcomes 
comparable 
with those of 
other opioid 
tapers and 
superior to 
clonidine

• May produce 
serotonergic side 
effects, known drug 
interactions, use with 
caution in the elderly

• Use is off label
• Risk of seizures, even 

at usual doses
• Variable metabolism 

through CYP P450, 
similar to codeine

• 100 to 300 mg 
sustained- 
release 
formulation 
twice a day for 
one week

• Supervised 
dosing and daily 
dispensing may 
be indicated

Prescribed 
codeine (oral)

Permit for 
codeine as a 
single 
ingredient 
(S8) before 
treatment. 
Combination 
(S4) products 
have fewer 
regulatory 
requirements

Yes
(indicated 
for pain not 
opioid 
dependence)

No RCTs, 
limited 
evidence in 
literature with 
mixed 
outcomes13,14

• Uses the same 
opioid that the 
patient is 
tolerant to

• Combination 
(S4) products 
may have fewer 
prescribing 
restrictions

• Short-acting agents are 
not ideal for taper;  
use of the opioid that 
led to dependence is 
also not ideal

• Limited evidence to 
support this approach

• Combination products 
introduce risks of 
taking high doses of 
simple analgesics in 
addition to codeine

• Up to 30 to 
60 mg four 
times a day, 
reducing over 
5 to 7 days  
(not more than 
50% of stated 
codeine OTC 
dose); reduce 
the dose over 
7 to 10 days

Buprenorphine 
(transdermal 
patch)

Permit before 
treatment if 
patient is 
drug 
dependent

Yes
(indicated 
for pain not 
opioid 
dependence)

None – no RCTs 
or published 
cases

• Good safety 
profile

• Dose likely to be 
insufficient for patients 
with clear evidence of 
opioid dependence

• 5, 10 or 20 mcg 
weekly patches 
are available

• A single patch 
should be 
sufficient for 
taper from oral 
codeine

Symptomatic 
medications

Only those 
relating to 
S4/OTC 
medications

No (if use is 
consistent 
with product 
indication)

Moderate to 
high – well- 
conducted 
RCTs 
demonstrate 
efficacy; 
however, poorer 
outcomes than 
buprenorphine 
or tramadol15

• Fewer 
prescribing 
restrictions

• Relatively safe 
in outpatient 
setting

• Shown to be less 
effective than 
buprenorphine and 
tramadol

• Multiple medications 
can be confusing

• Caution using sedative 
medications in 
outpatient setting

• Clonidine can cause 
severe hypotension

• See Table 1

Abbreviations: OTC = over the counter; RCT = randomised controlled trial.
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typically about 12 hours after the last dose 
of a short-acting opioid such as codeine. The 
Clinical Opioid Withdrawal Scale is a  useful 
tool to assess opioid withdrawal (Box 9).19

GPs unfamiliar with their local state and 
territory requirements on prescribing 
buprenorphine should contact their local 
health department or addiction specialists 

for advice and support (see Box 10 for contact 
details). Advice is also available from local 
drug and alcohol services, which in most 
states provide 24-hour telephone advice lines 
(Box 10). Before buprenorphine treatment 
begins, an authority is required from the 
state or territory health department. In states 
such as Victoria, South Australia and 

 Western Australia, GPs can commence 
buprenorphine–naloxone treatment without 
being accredited prescribers or with mini-
mal additional training. However, most 
other jurisdictions require doctors to 
undergo some training before being author-
ised to prescribe buprenorphine. Buprenor-
phine (usually as buprenorphine–naloxone) 

9. COMPONENTS OF THE CLINICAL OPIATE WITHDRAWAL SCALE FOR ASSESSING SIGNS AND SYMPTOMS19

Sign or symptom  Score

Resting pulse rate measured after patient is sitting  
or lying for one minute (beats/min)
≤80   0
81 to 100   1
101 to 120   2
>120  4

Sweating over past half hour not accounted for by  
room temperature or patient activity
No report of chills or flushing  0
Subjective report of chills or flushing  1
Flushed or observable moistness on face 2
Beads of sweat on brow or face  3
Sweat streaming off face  4

Restlessness observed during assessment 
Able to sit still  0
Reports difficulty sitting still, but is able to do so 1
Frequent shifting or extraneous movements  3
 of legs/arms
Unable to sit still for more than a few seconds  5

Pupil size 
Pinned or normal size for room light  0
Possibly larger than normal for room light 1 
Moderately dilated  2
So dilated that only rim of iris is visible  5

Bone or joint aches (only the additional component  
attributed to opiates withdrawal is scored)
Not present  0
Mild diffuse discomfort   1
Patient reports severe diffuse aching of joints/muscles  2
Patient is rubbing joints or muscles and is unable  4 
to sit still because of discomfort  

Runny nose or tearing not accounted for by cold  
symptoms or allergies 
Not present  0
Nasal stuffiness or unusually moist eyes  1
Nose running or tearing   2
Nose constantly running or tears streaming  4 
down cheeks 

Sign or symptom  Score

Gastrointestinal upset over previous half hour 
None  0 
Stomach cramps   1
Nausea or loose stool   2
Vomiting or diarrhoea   3
Multiple episodes of diarrhoea or vomiting  5

Tremor in outstretched hands 
None  0
Tremor can be felt, but not observed 1
Slight tremor observable   2
Gross tremor or muscle twitching   4

Yawning observed during assessment 
None  0
Once or twice during assessment  1
Three or more times during assessment 2
Several times/minute  4

Anxiety or irritability 
None   0
Patient reports increasing irritability or anxiousness  1
Patient obviously irritable or anxious  2
Patient so irritable or anxious that participation  4 
in the assessment is difficult 

Gooseflesh skin 
Skin is smooth  0
Piloerection of skin can be felt or hairs standing up  3 
on arms  

Prominent piloerection   5

For each item, the assessor should allocate the score for the 
best description of the patient’s sign or symptom. Only signs  
and symptoms related to opiate withdrawal should be rated.  
For example, if the patient’s heart rate is increased because 
they were jogging just before the assessment, the increased 
pulse rate would not be included in the score. 

Scores are defined as: 
• 5–12 = mild withdrawal 
• 13–24 = moderate withdrawal 
• 25–36 = moderately severe withdrawal
• more than 36 = severe withdrawal

Data are from Wesson and Ling (2003).19
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is dispensed only by specific pharmacies. 
The pharmacy should be contacted in 
advance to confirm that it can accept the 
patient.

Longer-term treatment with buprenor-
phine–naloxone should be considered when 
there is a clear diagnosis of opioid depend-
ence, including difficulty controlling use, 
continued codeine use despite harm, clear 
tolerance and withdrawal symptoms on 
cessation. For some people with codeine 
dependence, ongoing treatment with 
buprenorphine–naloxone or methadone 
has been lifesaving. 

Conclusion
Over the next few months, as patients 
 present to their GPs requesting codeine or 

reporting previous OTC codeine use, care-
ful assessment may identify unmanaged 
tolerance or opioid dependence. The change 
in codeine availability may provide an 
opportunity for better management of 
chronic pain conditions. Depending on the 
pattern of codeine use, different manage-
ment strategies may be appropriate. For 
most patients who report infrequent 
codeine use, alternative nonopioid analgesia 
will be appropriate. Where patterns of 
 high-dose use are identified, medication- 
assisted treatment in consultation with 
drug and alcohol experts may be required. 
Where the level of opioid tolerance and 
dependence is unclear, supporting the 
patient to cease codeine in the short term 
is recommended in the first instance.  MT
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10. DRUG AND ALCOHOL SERVICE CONTACT DETAILS AND HEALTH DEPARTMENT LINKS WITH INFORMATION ABOUT OPIOIDS

Australian Capital Territory
• ACT Health Services Alcohol and Other Drugs 02 6207 9977

• http://www.health.act.gov.au/our-services/alcohol-and-other-
drugs/opioid-maintenance-treatment

• http://health.act.gov.au/public-information/businesses/
pharmaceutical-services/controlled-medicines

New South Wales
• Alcohol and Drug Information Service (ADIS)

 – Sydney 02 9361 8000
 – Regional NSW 1800 422 599

• Drug and Alcohol Specialist Advisory Service (DASAS)
 – Sydney metropolitan 02 9361 8006*
 – Regional and rural NSW 1800 023 687*

• http://www.health.nsw.gov.au/pharmaceutical/doctors/
Pages/Prescribe-S8-opioid.aspx

• http://www.health.nsw.gov.au/pharmaceutical/doctors/
Pages/otp-medical-practitioners.aspx

Northern Territory
• Alcohol and Drug Information Service (ADIS)

1800 131 350

• Drug and Alcohol Clinical Advisory Service (DACAS) 1800 111 092*

• https://health.nt.gov.au/professionals/environmental-health/
medical-practitioners-schedule-8-medicines

Queensland
• Alcohol and Drug Information Service (ADIS) 1800 177 833

• https://www.health.qld.gov.au/clinical-practice/guidelines-
procedures/medicines/drugs-of-dependence/qld-opioid-treatment

• https://www.health.qld.gov.au/clinical-practice/guidelines-
procedures/medicines/drugs-of-dependence?a=167256

Tasmania
• Alcohol and Drug Information Service (ADIS) 1800 811 994
• DACAS 1800 630 093*
• http://www.dhhs.tas.gov.au/__data/assets/pdf_

file/0018/112527/2012_TOPP_Document.pdf

Victoria
• DirectLine 1800 888 236
• DACAS 1800 812 804*
• https://www2.health.vic.gov.au/public-health/drugs-and-poisons/

treatment-approvals/schedule-8-permits-and-notifications
• https://www2.health.vic.gov.au/public-health/drugs-and-

poisons/pharmacotherapy

Western Australia
• Alcohol and Drug Information Service (ADIS)

 – Perth 08 9442 5000
 – Regional WA 1800 198 024

• WA Clinical Advisory Service 08 9442 5042*
• http://www.mhc.wa.gov.au/about-us/our-services/community-

pharmacotherapy-program
• http://ww2.health.wa.gov.au/Articles/N_R/Opioids-

benzodiazepines-and-other-S8-medicines

South Australia
• Alcohol and Drug Information Service (ADIS) 1300 131 340
• DACAS 08 7087 1742*
• http://www.sahealth.sa.gov.au/wps/wcm/connect/public+content/

sa+health+internet/health+topics/health+conditions+prevention+
and+treatment/medicines/opioid+dependence+treatment

• http://www.sahealth.sa.gov.au/wps/wcm/connect/
Public+Content/SA+Health+Internet/Clinical+resources/
Clinical+topics/Medicines+and+drugs/opioids

*24-hour hotlines are available in most states for healthcare professionals to call for advice.
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