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Prescribing responsibility inherently includesadequate ongoing monitoring for medication.

An overdose of morphine can cause respiratory depression;as with any medication,thereis a
therapeuticwindow above which toxicitiesoccur.Despite the increasingly widespread use of
extended —released morphine for chronic breathlessnesswhen prescribed and monitoring in
line with internationalevidence-basedrecommendations,the literatureis notreplete with

examplesof opioid-induced respiratory depression.

W hy is this case reportpublished? [1] M orphine causes drowsiness and obtundationwhen an
overdose is taken. In addition to his 15mg/24hour extended release morphine,the patientin
the case reporttook twelve times his four hourly dose of im mediaterelease oral morphine
solution. The effectshe experienced are welldescribed toxicitieson the productinform ation
forevery opioid and the patientinform ation sheets in every filled prescription.ThisisNOT
aboutidentifyinga new danger — use morphine in an unsafe way and itwill be an unsafe drug
with predictable side effects. This lettertherefore highlightsthe generic importanceofgood

prescribing and prescribing responsibility inherently includesadequateongoing monitoring.

The evidence base for the therapeutic clinicaluse of opioids in chronic breathlessness has
been derived almostentirely from extended release preparations of morphine.[2,3] This
choice of preparation was based on sound pharm acokineticprinciples from studies done more
than 20 years ago [4] and is borne out the greater effectsize in aggregate data from steady
state studies.[3] Even when wellwith no co-morbidities,anyone of us would likely
experience toxicity from a statin dose of 30m g of im mediatereleasemorphine solution. The
goalof care is to increase the threshold atwhich the patientbecomes breathlessduring
exertion by adequately saturating opioid receptorsand to decrease the distresscaused by
breathlessness in the person’s life. This relies on adequate levelsof background opioids. The
use of pro re nata (PRN) immediatereleaseoral morphine solution will increase the risk of
side-effectsnotonly because of fluctuating serum levels,but precisely because this was an

overdose of immediaterelease morphinesolution.

The approach whereby immediatereleaseopioid isused forepisodes of breathlessness
(usually induced by exertion) has been transferred from pain managementwith em piricdata
in breathlessness. But,given the currentevidence and knowledge aboutchronic
breathlessness,itmakes no sense to transfera PRN IR morphine modelwhich was noteven
fitforpurpose in incidentpain. As mostepisodes of exertioninduced breathlessnessresolve
with restwithin 10 minutes [5,6] no opioid preparation with a relevantpharmacokinetic

profile has been studied in chronic breathlessness.

Patientsneed to be monitored as opioids are initiated and in follow -up in a way thatis
appropriate to the medication being prescribed. In settingswhere the medication is started

during an acute exacerbation,itmay be appropriateto review the person within days of

discharge to explore whether they needed ongoing morphine.

The basis of the toxicity was thatthe man took a much higher than prescribed dose of
immediatereleaseoral morphine solution. W hen low dose, extended release morphine has

been used in steady state,such toxicity has not been reported. Sudden changesin renal



function,ordehydration due to diarrhoea may puteven people in steady state from regular,
low-dose,extended release morphine atrisk of harm despitea history of sym ptom atic benefit.
Partof a pharmacistdiscussingregular,low-dose, extended release morphine with patients
when this medicationis initiated is that side effects may emerge were renal function to

worsen.

Chronic breathlessnesscontinuesto be a majorhealth problem around the world and its relief
a goalof care for millionsof people.[7] The mostrobustevidence base to date isbuilton the
use of regular,low dose, extended release morphine. Furtherresearch into safety and titration
isongoing. Such work will be crucialto strike the therapeutic balance between maximising

sym ptom atic benefitsand minimising any likelihood of harm s in these frailpeople.[8]
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