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AMIODARONE OVERDOSE

Introduction

Acute overdose with oral amiodarone is usually benign.

Its major toxicity relates more to chronic use, and this is relatively common.
See also separate document on Amiodarone (in Drugs folder).
Preparation

Tablets: 100 mg, 200mg.

Ampoules: 150 mg /3 ml ampoules.

Pharmacokinetics

Absorption

° Amiodarone is incompletely and erratically absorbed following oral
administration.

° Bioavailability is variable and generally poor.
Distribution

° Amiodarone is highly protein bound.

° The volume of distribution is very large, 65 L/kg.

Metabolism and excretion

° Amiodarone undergoes first past metabolism by cytochrome p 450, to produce an
active metabolite, desmethyl-amiodarone.

° Elimination is predominantly via the biliary tract and is very slow. Following
acute ingestion the half life of both amiodarone as well as its active metabolite is
up to 80 hours and in chronic therapy it is up to 100 days.

Pathophysiology

Amiodarone has multiple anti-arrhythmic effects, which include:

° Class Il action, its predominant action.



° Class 1 action, (sodium channel blocking action)
° Class Il action, (beta blocking action).
° Class IV action, (calcium channel blocking action).

Risk Assessment

Acute oral overdose is usually benign, even in large doses.
There have not been any reported fatalities from acute overdose to date.
Chronic toxicity on the other hand is relatively common.

Clinical Features

Patients are usually asymptomatic in early presentations.

Delayed onset (> 24 hours) of symptoms have been reported however, including:
° Bradycardia

° Hypotension

° Self limiting arrhythmias

The clinical features associated with chronic toxicity are not seen following acute single
ingestions.

Features of chronic toxicity may include:

1. Pulmonary:
° Interstitial pneumonitis or fibrosis.
2. CVs:

° Brady-arrhythmias

° Conduction delays

° Prolonged QT and polymorphic VT, (torsades des pointes)
3. Thyroid dysfunction:

° Hyperthyroid

° Hypothyroid



4. Ocular:
° Corneal micro-deposits
Investigations
12 lead ECG, followed by serial ECGs over a period of 24 hours observation.
Look for prolonged QT interval
Routine, blood glucose, blood alcohol and paracetamol levels.

Management

1. Attend to any immediate ABC issues, if present then co-ingestion of another
agent should be considered.

2. Charcoal

° This may be given for patients who present within 2 hours of ingestion.
3. Bradycardia:

° Treat initially with atropine.

If unsuccessful, then adrenaline or temporary cardiac pacing may be
required.

4. Hypotension:
° Fluids should be tries initially.
If unsuccessful then adrenaline infusion should be commenced.
Disposition
Patients should be admitted for 24 hours for ECG monitoring.

Patients may be medically cleared after 24 hours if they are symptom free and have a
normal ECG.
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