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To the Editor, 
We read with interest the recently published article by Kan 
et al.1 In this review, the authors address the identification 
and management of drug-intoxicated patients who may 
be at risk for prolongation of the QT interval corrected for 
heart rate (QTc) and possible torsades de pointes (TdP). 
They recommend a stepwise approach that includes 
identifying which QTc interval-prolonging drugs are 
involved and if additional risk factors are present, correct 
determination of the QTc interval using the Hodges 
or Frederica formula, and when indicated initiating 
monitoring and treatment. 
While this review focuses on the intoxicated patient, 
this is also very important in the hospitalised elderly 
patient. Elderly patients may be more vulnerable for 
drug-induced QTc prolongation and consequently at risk 
for TdP since the QTc interval is known to increase 
with age.2,3 Additionally, they often have other risk 
factors for QTc interval prolongation present such as 
myocardial damage, polypharmacy (e.g. use of class Ia or 
III antiarrhythmic agents, and specific antidepressants), or 
electrolyte disturbances. Several safety concerns have been 
raised for use of QTc interval-prolonging drugs such as 
fluoroquinolones and antipsychotics in elderly patients.2,4 
The antipsychotic haloperidol, currently the treatment of 
choice for most delirium, may induce QTc prolongation.5 
With delirium prevalence rates of more than 30% in older 
general internal medicine patients,6 treatment initiation 
with haloperidol or other antipsychotics known to prolong 
the QTc interval in elderly patients is daily practice for 
many physicians. To date, there is no accepted standard 
for risk assessment and monitoring of elderly patients 
subjected to drugs that may potentiate QTc prolongation 
and TdP. 
We are currently conducting a multicentre double-blind 
placebo-controlled randomised clinical trial (The 
HARPOON study; NCT01530308) to study the effects of 
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haloperidol prophylaxis (1 mg twice daily for a maximum 
of seven days) on delirium in hospitalised older patients 
(≥ 70 years of age). A 12-lead ECG will be performed at 
different protocolised time points during prophylactic 
treatment. Two observers will manually determine the QTc 
interval independently of each other according to method 1 
(as described in figure 1 in the article by Kan et al.).1 Also, 
automated versus manual QTc interval measurement will 
be compared, given that previous studies have shown that 
agreement between these methods is generally low.7 
We would hereby like to emphasise the importance of 
accurate QTc measurement by valid methods in the large 
number of hospitalised elderly patients subjected to drugs 
with the potential to cause cardiac complications. 

R E F E R E N C E S

1. Kan AA, de Lange DW, Donker DW, Meulenbelt J. Management of 
prolonged QT interval and torsades de pointes in the intoxicated patient. 
Neth J Med. 2014;72:119-26.

2. Rabkin SW. Aging effects on QT interval: Implications for cardiac safety 
of antipsychotic drugs. J Geriatr Cardiol. 2014;11:20-5.

3. Reardon M, Malik M. QT interval change with age in an overtly healthy 
older population. Clin Cardiol. 1996;19:949-52.

4. Stahlmann R, Lode H. Safety considerations of fluoroquinolones in the 
elderly: an update. Drugs Aging. 2010;27:193-209.

5. Stollberger C, Huber JO, Finsterer J. Antipsychotic drugs and QT 
prolongation. Int Clin Psychopharmacol. 2005;20:243-51.

6. Edlund A, Lundstrom M, Karlsson S, Brannstrom B, Bucht G, Gustafson 
Y. Delirium in older patients admitted to general internal medicine.  
J Geriatr Psychiatry Neurol. 2006;19:83-90.

7. Charbit B, Samain E, Merckx P, Funck-Brentano C. QT interval 
measurement: evaluation of automatic QTc measurement and new simple 
method to calculate and interpret corrected QT interval. Anesthesiology. 
2006;104:255-60.

10594_njm_14_06_17.indd   340 04-07-14   13:53


