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In September 2007, the FDA highlighted revisions to the labeling for haloperidol to strengthen the warning that Torsades de Pointes (TdP) and QT prolongation have been observed in patients receiving haloperidol, in particular when the drug is administered intravenously or in higher than recommended doses.   The updated warnings also note that:

· Although cases of sudden death, TdP and QT prolongation have been reported even in the absence of predisposing factors, particular caution is advised in treating patients using any formulation of haloperidol who: 

· Have other QT-prolonging conditions, including electrolyte imbalance (e.g. hypokalemia and hypomagnesemia).

· Have underlying cardiac abnormalities, hypothyroidism, or familial long QT syndrome, or

· Are taking drugs known to prolong the QT interval.  
· Because of the risk of TdP and QT prolongation, ECG monitoring is recommended if haloperidol is given intravenously.

· Haloperidol is not approved for intravenous administration.  

The FDA cited at least 28 case reports of QT prolongation and TdP in the medical literature, with a few fatal outcomes associated with the intravenous use of haloperidol.  Case control studies also support a dose-response relationship between intravenous haloperidol dose and subsequent TdP. 

In a company-sponsored post-marketing analysis of QT interval prolongation and TdP with oral and injectable haloperidol through June 30, 2005, QT prolongation was identified in 229 reports which included 73 cases of TdP, eleven of which were fatal.  Eight of the eleven fatal cases involved intravenous administration of haloperidol.  

In a second company-sponsored post-marketing investigation examining cardiac adverse events with haloperidol decanoate through July 30, 2005, there were thirteen reports which included TdP, QT prolongation, ventricular arrhythmias, and/or sudden death.
It should be noted that although the injectable form of haloperidol is approved by the FDA only for intramuscular injection, it is not uncommon for the drug to be administered intravenously in the intensive care setting for the management of severe agitation.  The following summarizes a recent case in VA where IV administration of haloperidol appeared to be associated with QT prolongation and TdP.

The patient was a 58 y/o male with a history of CAD, s/p TCA, HTN, Hep C, PVD, and EtOH abuse.  Following his transfer to another hospital for angioplasty and stent placement, the patient was transferred back to VA for BKA.  His hospital course was noted to involve significant agitation, fever, encephalopathy, and rhabdomyolysis.  
The patient received five doses of haloperidol 5mg IV over three days before the first note referencing QT prolongation.  Two days later on post-op day 8, short episodes of polymorphic VT with prolonged QTc and Torsades de Pointes were noted overnight, and the patient required ACLS/Mg/Epi/CPR/shock and reverted to sinus rhythm.  Haloperidol and gabapentin were discontinued since they were both thought to be potential causes of the QT prolongation.  Omeprazole was held as well as it was thought to potentiate effects of haloperidol.  Beta-blockers were discontinued to keep the patient’s heart rate up. Electrolytes were monitored and managed closely, and isoproterenol intravenous drip was started to keep HR>100.  Patient experienced no further arrhythmia since the previous event.  However QTc was still prolonged despite being off QTc prolonging agents.
Healthcare professionals should be aware of the increased risk of QT prolongation and TdP when treating patients with intravenous haloperidol.  Since the FDA recommends ECG monitoring when haloperidol is given intravenously, consideration should be given to restricting the use of IV haloperidol to areas where ECG monitoring is available.  Caution should also be exercised when administering haloperidol via any route or when using higher than recommended dosing (e.g. greater than 2 - 5mg IM).  It should also be noted that QT prolongation reports have not excluded lower doses of haloperidol.  FDA will continue to monitor post-marketing reports for QT prolongation and TdP in patients treated with haloperidol, and will analyze any additional data for this as well as other important adverse events.  FDA will consider further regulatory action and communication as additional information becomes available. 

