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Acute'opioid withdrawal following administration of oral

oxycodone-naloxone due to portosystemic shunts.

Abstract

Background

The management=of paim patientswith advancediver diseaseis a clinical challenge.Initial
pharmacokineticafetydata advisedgainsthe use of oxycodone-naloxome this population hov-
ever, in clinical practiceit is commonlyused

Aim

Our caseaimsteo,illustrate a potentialmechanisnmby which administrationof oxycodone-naloxone
cancausesystemicopioid antagonism and harnm patients.

Clinical details

A 45 yearoldiman receivedtwo seprate doses of oxycodone-naloxote the immediate post-
operativesettingfesultingin symptomsand signsconsistentwith acuteopioid withdrawal. A re-
view of hisimagingrevealedsignificant portgystemicshunts.

Outcomes

Portosystemicshuntsn patientswith advancediver diseasenayleadto adecreasén the phasél
hepaticmetabolismof naloxoneand increasedsystemiclevels. In the caseof someonewith pre-
existing opioid dependendleis may precipitateacuteopioid withdrawal.

Conclusion

The use ofroxycodone-naloxone preparations should be avoideatieris with liver diseaseand

portosystemicshunts.
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Introduction

Pain managemenin patientswith advancediver diseasecan be clinically challenging. Adverse
eventsfrom analgesicare frequent andhereis a paucityof prospectivestudiesto guide evidence

basedmanagemernt].

Portosystemieollateralsare a commoncomplicationof advancectirrhosisandtheir development
is centralto many of the complications diver diseaseancluding hepaticencephalopathyariceal

bleedingand potentially drugnetabolisn2].

Oxycodone-naloxonéTargin ™, Mundipharmajs a combinatiormedicationcommonlyusedin the
post-operativesetting for analgesialt contains oxycodone, fll opioid receptor agonisthose
principle actionis.analgesiaand naloxone aompetitiveopioid antagonistvith extensivefirst pass
hepaticmetabolismwhich reducesopioid relatedconstipation without &linically significant sys-

temiceffect[3].

Pharmacokinetisafetystudies have advised against the use of oxycodone-naloxpagentswith
moderateo severehepaticdysfunction dud¢o anincreasan observedserumconcentrations ofa:
loxone [4]. However,given thelimited number ofanalgesicavailablefor usein patientswith ad-
vancedcirrhosis,oxycodone-naloxone continutsbeusedin clinical practicein this patientpopu-

lation.

CaseReport

We reporton acaseof a 45yearold manwith Child Pugh B(score9) cirrhosissecondaryo prewv-
ously treatedhepatitis C virus infection.The patient presentedor eective surgical repair of a

paraimbilical hernia.The gentlemarhad a history of chronilower back painwhich wasmanaged
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in the communitywith a 25 mcg/hr fentanyatchand oxycodonéR 20 mg asrequired. Inaddition
to theseanalgesicsis other regular medications includestitalopran0 mg daily, rifaximin 550
mg twice daily, pantoprazole 40 mg daily, phytomenadione 10mg daily and
sulfamethoxazole/trimethopri@00/160mg daily.

The patientunderwentinuncomplicatedpenrepairof his umbilcal hernia andvasreturnecdto the
surgical ward. He was charted postoperativeanalgesiaincluding sustainedreleaseoxycodone-

naloxone 10ng SRtwice daily.

The first dose efsoxycodone-naloxorg&R was administeredat 22:00 andat 00:15, thepatientde-
velopedsevereuncontrolled abdominal pain, tachycardia and diaphoregisvas assessetly the
medicalemergencyteamandempirically commencedn intravenousntibioticsfor possiblespan-
taneoudacterialperitonitisand given atatdose of oxycodone 1fdg. The patient’'ssymptomsre-
solved by 0230:

On the following morning the patienteceiveda seconddoseof oxycodone-naloxon8R at 08:02
and developedimilar symptomgo the previous nighéipproximatelyat 10:25.The symptomswere
felt to be secondario acuteopioid withdrawalandwerealleviatedby administratiorof intravenous
fentanyltotaling”100 mcg. The oxycodone-naloxon8&R was discontinuedat this time and the p-
tient did notexperiencdurther events.Using an adversedrug reactionprobability scale(Naranjo

algorithm),the eventvasassessedsa probabledverselrugreaction(scoreof 8)[5].

Review of the patient’s previous imagingdemonstratedarge lienorenal varices indicative of

portoesystemicshuntgimagel].

Discussion

Oral naloxene undergoesgnificantfirst passmetabolismandits oral bioavailability hasbeenes-
tablishedaslessthan3%, however previousafetyand pharmacokinetistudieshavedemonstrated
profoundly higher concentratiortd naloxonein patientswith modeate to severehepaticimpair-
mentwhencomparedo healthysubjects.The AUC of naloxonewasincreasedy 11,000%n pa-
tientsdecompensatecirrhosis(Child Pughscoresof 10-15)comparedwvith healthysubjectsHow-

ever,therewasno observeihcreasen adverseeventsn thepatientswith hepatiampairment4].
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Acute opioid withdrawal haspreviouslybeenreportedby Greeneet al following both oral ingestion
and intravenousjection of crushedabletsin patientswith opioid dependence [6More recently
Hauseret al describedmultiple caseswhere administrationof oxycodone-naloxon&d to severe
uncontrolled pairin patientswith liver metastasegproposedo be secondarysystemicopioid an-
tagonism [T. Acute withdrawal following intravenousnjection of oxycodone/naloxonis a result
of bypassing ofirst passmetabolismHoweverthe mechanisnby which increasesn systemicna-
loxone concentration occdollowing oral ingestion, and bwhich opioid antagonism and suéss

guentwithdrawaldevelopss notwell established.

Naloxoneis normally metabolisedhrough aphasell conjugationreactionvia glucoronidatiorto
inactive compounds naloxone glucoronide and 6B nalaxbich are excretedin the urine.Alt-
houghit is possiblethatthis metabolic process impairedin the settingof cirrhosis,studies suggest
that drug conjugationin patientswith mild to moderatdiver diseaseis generallyonly mildly im-
paired[8], whichhwould not explain theramaticallyincreasedconcentrations observéua the orig-
inal safetydata:ln.eur casewe proposethat portog/stemicshuntingin the presencef portal hype-
tensionresultedin systemicabsorption of naloxone that had not undergrs¢ passmetabolism

resultingin highersystemicconcentrations of naloxone aadite opioidwithdrawal.

We adviseclinicians that this classof medications should besedwith cautionin patientswith
Child Pugh Acirrhosisandavoidedin patientswith Child PughB and Ccirrhosis
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