	Use of Amiodorone in Children

Wyeth-Ayerst Pharmaceuticals recently released a letter introducing two changes to prescribing information for amiodarone IV (Cordarone). The first is a warning that Cordarone IV has been found to leach out plasticizers, including the toxin DEHP ([di-(2-ethylhexyl)phthalate], from IV tubing. DEHP exposure is of particular concern in pediatric patients because experiments in laboratory animals have shown DEHP to adversely affect development in the male reproductive tract. Leaching is greatest when the drug is administered slowly as a continuous maintenance infusion. Thus, the company now recommends bolus dosing (1 mg/kg aliquots) of amiodarone as a substitute for continuous infusion.

The second change is an addition to the PRECAUTIONS, Pediatric Use section of the label to reflect the fact that Cordarone IV contains the bacteriostatic preservative benzyl alcohol. Benzyl alcohol has been associated with a compilation of clinical signs called the "gasping syndrome" characterized by metabolic acidosis, central nervous system depression, respiratory distress, and death in neonates. The association was first noted in neonates receiving chronic, repeated flushes of intravascular catheters with solutions containing benzyl alcohol. Fatal reactions have been observed with doses of 99-405 mg/kg/day. Cordarone contains 50 mg amiodarone and 20.2 mg benzyl alcohol per ml. Thus, a 5 kg neonate given a single 10 mg/kg dose of amiodarone would receive 20.2 mg benzyl alcohol (4 mg/kg). Although this is far below the reported lethal doses, repeated doses or additional exposures to benzyl alcohol might be harmful. The concerns about leaching plasticizers, benzyl alcohol exposure, and the lack of safety and efficacy data in children prompted the manufacturer to state that the use of amiodarone IV in pediatric patients is not recommended.

The American Heart Association (AHA) recognizes the complex safety issues surrounding the use of amiodarone in children. However, as with any antiarrhythmic, risks must be balanced against potential benefit in the treatment of acute life-threatening arrhythmias. Accordingly, amiodarone is listed as a therapeutic option in the AHA pediatric algorithms for acute management of pulseless arrest and ventricular tachyarrhythmias (with and without a pulse).

The AHA recommended the consideration of amiodarone based upon small case series in children and extrapolation from adult human and animal data (see ECC Guideline 2000 for Cardopulmonary Resuscitation and Emergency Cardiovascular Care, pages I-317-318). Amiodarone received a class IIb recommendation for treatment of VT with a pulse, whereas it is Class Indeterminate in VF and pulseless VT. These classes of recommendation acknowledge the lack of directly relevant published information on the safety and efficacy of amiodarone for treatment of pediatric arrest. Similarly, there are no published controlled clinical trials of the other acceptable antiarrhythmics (lidocaine, procainamide) for treatment of pediatric arrest. The package inserts for both procainamide and lidocaine published in the Physicians' Desk Reference (PDR) state that safety and effectiveness in pediatric patients has not been established. Thus, the use of any antiarrhythmic agent for pediatric arrest or advanced life support will be an "off-label" use.

In conclusion, the AHA Committee on Pediatric Resuscitation still considers amiodarone an acceptable option for acute management of pulseless arrest and ventricular tachyarrhythmias in pediatric patients. Practitioners who choose to administer amiodarone should be familiar with its safety profile and should seek to minimize toxicity from this agent.
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