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POINT COUNTERPOINT

Do Pharmacists Have a Role in 
Recommending Codeine for Pain 
Management? Australian Perspectives

THE “PRO” SIDE

Pharmacists in both community and hospital practice have an
established role as medication experts, with the knowledge and skills
to assist in management of both minor ailments and chronic 
conditions.1-3 Given that pharmacists are the most accessible health
care providers, it seems appropriate that we have a role to play in the
treatment of both acute and chronic pain conditions. Recent 
examples of pharmacist involvement in pain management have been
documented.4-6

Despite evidence that (1) pharmacists can provide advice to
assist patients with pain4-6 and (2) there are effective analgesic
doses of pain-relieving medicines available over the counter,7 there
has been ongoing controversy with respect to codeine and a push
to up-schedule codeine-containing products to prescription-only 
status in Australia.8,9 This move to up-schedule codeine is in 
response to the apparent abuse of codeine by some members of
the population and the increased potential for dependence and
toxic effects in these individuals. In the following paragraphs, we
present our thoughts as to why up-scheduling of low-dose codeine
makes little sense. 

Codeine, an opioid analgesic, occupies the second step of the
World Health Organization’s analgesic ladder, for use when 
acetaminophen or a nonsteroidal anti-inflammatory drug
(NSAID) may be insufficient as a lone agent for treatment of pain.
The analgesic ladder was first introduced in 1986 for cancer pain,
and there have been various debates since then regarding its 
relevance. Nonetheless, a commentary in the Canadian Family
Physician outlined that decades after its introduction, this ladder
still forms a sensible approach to pain management.10 The 
commentary also contained a pain ladder for noncancer pain,
which includes the same step-up from non-opioid-based 
analgesics to weak opioid analgesics as the pain progresses.10 In
line with this approach, current Australian therapeutic guidelines
recommend doses of 30 to 60 mg of codeine in combination with
non-opioid analgesics when the latter are not sufficient on their
own for moderate pain.11

Small doses of codeine in combination with acetaminophen,
ibuprofen, or acetylsalicylic acid, with or without caffeine, are
available over the counter in many countries around the world,

including Canada and Australia. As writers from Australia, we will
shed light on the availability of codeine in Australia, including
products with doses of codeine between 8 and 15 mg per tablet,
which come with the general recommendation to take 2 tablets
every 4 to 6 h. This dosage recommendation means that for the
nonprescription product with the largest amount of codeine
(which contains acetaminophen 500 mg and codeine 15 mg per
tablet), it would be standard for an adult to receive 1000 mg of
acetaminophen and 30 mg of codeine in one dose. 

A review of the efficacy and safety of over-the-counter
codeine-containing combination analgesics was recently 
commissioned by the Therapeutic Goods Administration,7 which
is part of the Australian Government Department of Health
(equivalent to Health Canada). The review showed that codeine
at doses of 30 mg or more was sufficient to provide analgesia for
immediate relief of acute pain.7 Given that doses up to 30 mg are
currently available over the counter in Australia, it seems there are
effective analgesic products available that can and should be 
recommended by pharmacists to assist patients with minor to
moderate pain. 

We believe that the vast majority of consumers who take
over-the-counter codeine-containing analgesics use these products
for the treatment of acute pain, use them appropriately for only a
short period, do not abuse them, and are at no risk of becoming
dependent on codeine.

If these products were rescheduled to be available only by
prescription, consumers who use these products would be forced
to visit a medical practitioner to obtain a prescription, which
would add costs to both the health care system and the 
consumer.12 In addition, it is likely that most consumers would
not be able to obtain a timely appointment with a medical 
practitioner to obtain access to such products to treat their current,
acute, short-term pain.

A further concern is that when consumers find out that they
can no longer obtain codeine-containing products over the
counter, they may turn to other over-the-counter analgesics. This
could lead to the inappropriate use of NSAIDS, which in many
countries can be purchased in supermarkets and other nonphar-
macy outlets without any professional advice. We believe this
change in behaviour could lead to the use of doses above the 
recommended maximum and could increase the risk of adverse
drug reactions and drug interactions. For example, patients with
conditions such as high blood pressure, heart failure, or renal 
impairment should use NSAIDS cautiously, if at all. Furthermore,
those who are taking various commonly prescribed drugs, includ-
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ing anticoagulants, angiotensin-converting enzyme inhibitors, 
or diuretics, may experience significant drug interactions if they
consume NSAIDs.12

It is also likely that if a consumer must go to a medical 
practitioner to obtain a codeine-containing product, the consumer
will most likely be given a prescription for a product with a higher
codeine content than the current over-the-counter products. We
base this presumption on Australian Medicare data for the period
July 2014 to June 2015, which indicate that when health care
providers were prescribing analgesics for war veterans, with a
choice of prescribing combination analgesics containing 8, 15, or
30 mg codeine, 92.3% of prescriptions were written for a product
containing 30 mg.13

Codeine is metabolized to morphine by the cytochrome
P450 2D6 isozyme (CYP2D6). Expression of this enzyme is 
genetically determined, and it has been reported that people who
are “ultrarapid metabolizers” are at risk of serious adverse reactions
resulting from morphine toxicity.14,15 This situation has also been
used as an argument for the re-scheduling of codeine to become
a prescription-only medication. However, we fail to understand
the logic of this rationale. The medical practitioner, like the 
pharmacist, will not be able to determine a patient’s metabolic
status without genetic testing, which is clearly impractical.

It has been reported that for the period 2000 to 2013, a total
of 1444 codeine-related deaths occurred in Australia, most due
to intentional or accidental overdose.16 Of these, 83.7% were due
to multiple-drug toxicity, with only 7.3% of deaths being due to
codeine toxicity alone. From these data, it seems that, in Australia
at least, serious toxicity and death from the rapid metabolism of
codeine to morphine is a rare event. We suspect that trends in
Canada may be similar.

The same study16 also noted that in about 60% of cases it
could not be determined whether the person obtained the codeine
by prescription or over the counter. However, where details about
the source were available, the codeine was obtained by prescription
in 59.9% of cases, which indicates that in Australia the majority
of codeine products involved in fatalities are prescribed, not 
obtained over the counter.

In summary, we believe that codeine has a legitimate role in
the short-term treatment of acute pain and that it should remain
as a product that pharmacists can recommend in combination
with products such as acetaminophen and NSAIDs. Because the
over-the-counter sale of these products is restricted to pharmacies,
where professional advice from the pharmacist is available, we see
the arguments for up-scheduling this product to prescription-only
status as flawed. Although we do not have exact numbers, it seems
reasonable to conclude that codeine-containing products 
purchased over the counter are used appropriately and legitimately
by millions of consumers every year. Although codeine is admit-
tedly misused by some people, we believe that they represent 
a very small minority of the population. 

We believe that collectively punishing millions of legitimate
users, by removing codeine as an over-the-counter product, 
because of the actions of a few is not justified. Just as importantly,

we believe that this change will not stop those who abuse 
codeine from “doctor shopping” to gain access to this drug by 
prescription.
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THE “CON” SIDE

Codeine, a weak agonist of the mu opioid receptor, is a 
pharmacogenomically complex, only somewhat efficacious analgesic,
generally considered to be a pro-drug of the strong opioid morphine.
In reality, the situation is much more complicated, and codeine is
often prescribed by pharmacists and physicians in combination 
with other medicines that, when the formulations are abused, cause 
immense harm.1,2

Codeine has come under international scrutiny and criticism
as being too addictive, thus warranting increased restrictions on
supply. Currently in Australia, no physician’s prescription is 
required for amounts of up to 15 mg codeine per dose unit, which
can be supplied upon clinical judgment of the pharmacist; 
however, after a recent review by the national drug regulatory
body, the Therapeutic Goods Administration, Australian 
pharmacists face losing the right to give codeine independently.
So-called “up-scheduling” would take codeine from Australian
Schedule 3 (Pharmacist Only Medicine, a category already subject
to effective restriction, at least in theory) to Schedule 4 (Prescrip-
tion Only Medicine). 

As an opioid, codeine carries significant addiction risks, even
at therapeutic doses, and is often prescribed by community 
pharmacists under levels of pressure that are simply not conducive
to appropriate pharmaceutical management. The modern 
“discount” or “warehouse-style” pharmacy practice model often
cannot provide the support structures that clinicians need for 
adequate care, and this model is only increasing in prevalence 
internationally as profit margins shrink. This is not to say that
pharmacists are incapable of such care—quite the opposite3—but
when impossible workloads are combined with the public’s 
current view of the role of the pharmacists, we simply cannot 
expect high-quality care from a large portion of the community
pharmacy sector. Furthermore, real-time monitoring systems to
record codeine supply against a patient’s records, such as the 
recently implemented Australian MedsASSIST, are a good idea
in theory, but such systems are unrealistic if they are not made
compulsory. In addition, an issue unique to community pharmacy
is the fact that substances that are legislatively and clinically 
restricted to being supplied by pharmacists with extensive training
in pharmacotherapeutics—and rightly so—are often provided to
the public by pharmacy support staff. Despite the usefulness of
pharmacy assistants, they are neither qualified nor sufficiently 
educated to prescribe codeine or other restricted drugs. Although
information on pharmacy assistants’ role in codeine supply specif-
ically is lacking, other data about poor interventional care by 
assistants has been documented for similarly regulated drugs.4

However, reasons related to pharmacists’ workload and the
potential for addiction are, on their own, weak arguments for 
taking codeine away from pharmacists. Below are some further
arguments as to why codeine should not be up-scheduled, but
rather should be done away with altogether. 

It is known that the minimum dose of codeine required for
most cytochrome P450 2D6 (CYP2D6) phenotypes is about 

30 mg per dose.5 This quantity is approached by only the 
highest-dose pharmacist-prescribed formulations (in Australia, 
2 tablets of acetaminophen 500 mg with codeine 15 mg or 
ibuprofen 200 mg with codeine 12.8 mg; in Canada, 3 tablets of
the combination acetaminophen 300 mg, caffeine 15 mg, and
codeine 8 mg). Although these products at their highest doses are
supported by evidence of efficacy, it is known that a large number
of codeine-containing products on the market do not come 
anywhere near a 30-mg dose of codeine, yet they still induce the
adverse outcomes associated with codeine, such as constipation
and sedation.5

It is also known that a substantial proportion of injury 
associated with over-the-counter codeine preparations comes from
the other drugs that are present in coformulations, such as 
acetaminophen or ibuprofen. In these combination products, the
ratio of codeine to other drugs is so low that abusers must take
huge doses to get an opioid effect. As a result, the other substances
are consumed at supratherapeutic doses, leading to adverse effects
such as gastrointestinal hemorrhage and renal tubular acidosis
(ibuprofen-based products6-10) or hepatotoxicity (acetaminophen-
based products11). 

Opioid dependence is a growing and very serious issue. 
In 2013, a colossal 12.376 million milligrams of codeine was 
consumed by Australians,2,12,13 which equates to about 554 mg
per capita.12 It should be noted that the majority (60%) of this
codeine mass was obtained through physicians’ prescriptions,12

but an attempt should be made to limit the use of codeine in all
primary care settings. 

The most convincing argument for removing codeine from
pharmacy shelves relates to the unpredictable effects resulting 
from its complex and poorly characterized metabolism. A large 
proportion of codeine’s analgesic effect is thought to come from
its CYP2D6 metabolism into morphine. Not only does 
the CYP2D6 enzyme have wildly variable expression across 
populations, but it is induced and inhibited by many common
medicines and environmental factors.14,15 This means that even
in the “average” patient, dose response is unknown before 
administration, which makes standardization impossible and 
outcomes uncertain.

The primary reason for making codeine available over-the-
counter was the belief that the CYP2D6 pathway becomes 
saturated at supratherapeutic doses. However, this hypothetical
ceiling dose has never been determined. Regardless, a 1998 study16

showed side effect profiles that were indistinguishable between
patients with extensive CYP2D6 metabolism (who produced 
relatively large amounts of morphine) and those who lacked the
enzyme (and thus could not produce relevant quantities of 
morphine). This study presented compelling evidence to suggest
that the adverse outcomes are morphine-independent, which is
to say, they present without the involvement of the CYP2D6 
enzyme. Therefore, the ceiling dose theory is likely moot.

Morphine is a cleaner drug, with simpler pharmacology and
simpler pharmacokinetics, and it possesses fewer metabolites, with
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fewer enzymatic pathways. This is the true nail in the coffin for
codeine: it is wholly inferior to morphine in every way. Further-
more, morphine is no riskier than codeine. Recent research 
suggests that low-dose morphine has no greater addiction 
potential than does a weak opioid, and that codeine possesses
dose-dependent adverse outcomes equal to those of morphine.17

Low-dose morphine would be a vastly superior preparation for
pain management than codeine, and those whose pain cannot be
controlled with morphine-based formulations would be beyond
the help of a weak opioid such as codeine anyway.

Not having opioids available over the counter is also not a
solution. Although there is some evidence18 that nonsteroidal 
anti-inflammatory drugs (NSAIDs) or NSAID/acetaminophen
combinations are superior to lower doses of codeine for some 
indications, this evidence is unconvincing in practice, because of
the large proportions of the population in whom NSAID therapy
is ill-advised (such as those with cardiovascular disease, coagu-
lopathy, or renal impairment). There is also evidence that
codeine/acetaminophen combinations are superior to single-
ingredient acetaminophen alone, which suggests that acetamino-
phen on its own is often insufficient and that an opioid such 
as morphine, accessible to the public under the supervision of a
pharmacist, without a physician’s prescription, would be 
advantageous.19 The availability of effective pain relief provided
by a trained practitioner also reduces the risk of patients self-
medicating with NSAIDs (which are available from supermarkets
without pharmaceutical advice) to supplement an ineffective 
acetaminophen dose in cases where such therapy would be 
dangerous. 

We could even use the transition from codeine to morphine
as an opportunity to rewrite and reinforce existing, already-
restrictive legislative controls on codeine for the new preparations,
and to reset the public’s perception of the roles of both opioids
and pharmacists in the primary care management of pain. 

Therefore, ideally, pharmacists should no longer give codeine
to patients for acute pain, but neither should physicians. Instead,
we should use a well-known, predictable, and reliable drug 
like morphine, in low-dose combinations with acetaminophen. 
Morphine is cheap, it’s familiar, it’s better characterized, and it’s
readily available. Replacing codeine with morphine simply cuts
out the metabolism black box, yielding an end result with greater
predictability, less inter-patient variability, and more control for
the clinician. This could be a promising future option for the
management of pain in primary care. 
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