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Managing cardiovascular disease in Aboriginal and Torres

Combination analgesics in adults

Strait Islander people

Editor, – Thank you to Dr Murnion for the excellent review

Editor, – I found the article about cardiovascular disease in

of combination analgesics (Aust Prescr 2010;33:113-5).

Aboriginal and Torres Strait Islander people (Aust Prescr

My understanding of the efficacy of codeine is that it is

2010;33:72-5) fascinating.

predominantly a prodrug and that the major analgesic effects

My interest is in the possible use of a polypill in this scenario.

derive through the actions of two of its major metabolites,

Trials of the polypill began in Australia early in 2010 and I

codeine-6-glucuronide and morphine.

am interested to know if Aboriginal and Torres Strait Islander

Under normal circumstances, most of the codeine is

people have been included in these trials. I am also curious

metabolised to codeine-6-glucuronide, with perhaps 10%

to know which polypill combinations have been favoured

appearing as morphine. The latter is produced through the

in the studies, either the antiplatelet-ACE inhibitors-statin-

action of cytochrome P450 2D6. It has been noted that a small

thiazide diuretic or the antiplatelet-ACE inhibitors-statin-beta-

proportion of the population have little CYP2D6 and receive

blocker combination.

less analgesia than expected. A similar effect is noted in those

Is it not possible that the four-in-one combination would

taking drugs such as fluoxetine which inhibit CYP2D6.

serve to improve adherence to cardiovascular treatment in

The converse is true for those hyper-metabolisers who

indigenous communities and help to minimise screening and

have multiple copies of CYP2D6 or who take drugs such as

prevention requirements?

dexamethasone which induce the enzyme.

Claude Rigney
Pharmacist
Epping, NSW

Given the comments by Dr Murnion regarding the usefulness

Professor Jenny Reath and Associate Professor Ngiare

the possibility of better prescribing codeine (in combination

Brown, authors of the article, comment:

or otherwise) based on the patient's CYP2D6 status.

The Australia-wide, National Health and Medical Research

Peter Bowron
Senior hospital scientist
Toxicology Unit – PaLMS
North Ryde, NSW

of paracetamol or a non-steroidal anti-inflammatory drug in
conjunction with morphine, could she please comment on

Council-funded polypill trial to which Mr Rigney refers does
include a number of Aboriginal and Torres Strait Islander
communities. As for participants in other sites, general

4

practitioners in these communities are advised to choose a

Dr Bridin Murnion, the author of the article, comments:

formulation relevant to the individual patient. For example, in

The analgesic efficacy of codeine resides predominantly in

a patient who has suffered a myocardial infarction, the beta

the morphine metabolite. Codeine-6-glucuronide is reported

blocker formulation would generally be preferred.

to have the low efficacy of the parent compound.1

The hope is certainly that use of a polypill formulation will

Low efficacy of codeine in those with low activity of CYP2D6

improve adherence and reduce costs.

(poor metabolisers) is recognised. In addition, of concern is
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the potential for enhanced toxicity in ultra-rapid metabolisers,
with reports of a neonatal

death.1

Understanding of an individual's cytochrome P450 activity

catastrophic outcomes. Including angioedema in tables of
comorbid conditions to be considered when prescribing
antihypertensives would assist with increasing awareness of

profile, and the impact of drugs on this, is of importance in

this important association.

development of new chemical entities and in optimising drug

Genevieve Gabb
Consultant physician
Royal Adelaide Hospital

regimens in many therapeutic

areas.2

Cytochrome phenotyping and genotyping for over-thecounter analgesics containing codeine requires further

* CI confidence interval

consideration, but may be of limited value given the likely
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cost of testing, limited efficacy of these preparations and
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significant public health concerns around opioid dependence
and toxicity from co-ingested paracetamol or non-steroidal
anti-inflammatory drugs.
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Hypertension, ACE inhibitors and angioedema
In the review about drug treatment of elevated blood pressure
(Aust Prescr 2010;33:108-12), angioedema is not mentioned as
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Tamsulosin-induced intraoperative floppy iris syndrome
Editor, – The medicinal mishap by Dr Fung and Professor

presentations to hospital.2 Onset may be delayed.3

McCluskey (Aust Prescr 2010;33:88-9) is perhaps timely due to

Epidemiological studies have confirmed a significant excess

the increasing use of medical treatments such as tamsulosin

exposure to ACE inhibitors in patients with angioedema

for benign prostatic hypertrophy. Intraoperative floppy iris

with an estimated attributable risk of 80% (CI* 51–92).3 An

syndrome is well recognised in the ophthalmic community

incidence of 0.68% over six months has been reported, so

where it has particular implications in cataract surgery.

annual incidence may be greater than 1%.4 Rates in people of

This case emphasises the need for taking a complete drug

African origin are even higher, at 1.62% over six months, so

history in patients. We specifically ask patients if they have

may be over 3% annually.4 This is relevant in Australia, with

used selective alpha1 adrenergic antagonists, and put a stamp

recent immigration from Africa.

on the front of the history to ensure this is not overlooked if the

The importance of the relationship between ACE inhibitors

patient requires cataract surgery in the future.

and angioedema is underappreciated. In 2008 a patient

Given that tamsulosin is prescribed by surgeons in another

reported a history of four episodes of angioedema, including

discipline it is important that urologists or other doctors

admission to intensive care, followed by use of perindopril.

prescribing this medication in older patients emphasise the risk

He subsequently had further angioedema and the ACE
inhibitor was stopped. In a recent audit of angioedema,
four out of 25 patients on ACE inhibitors reported previous
(sometimes multiple) episodes of angioedema.5 In 2010 a
78-year-old woman on trandolapril was referred with her
second episode of 'macroglossus of uncertain aetiology'.
Unfortunately she developed airway obstruction and died
nine days later.
There is a need for increased awareness of angioedema
associated with ACE inhibitors, to reduce avoidable

www.a ust r alia npr es c r i ber. c om

it poses in cataract surgery. The potential for adverse effects
from medical therapy needs to be considered in every patient.
I have seen several patients on topical beta blockade for
glaucoma develop such significant bradycardias that they have
been considered for cardiac pacing before their drug history
was properly checked. We need to be alert to the possibilities
at all times to reduce the risk of harm to our patients.
Trevor Hodson
Consultant ophthalmologist
Mount Gambier, SA
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