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The use of neuroleptics in the elderly has been a topic 
of debate since 2005 when the US Food and Drug 

Administration issued a black-box warning of increased 
risk of mortality in elderly patients with dementia-related 
psychosis.1 Antipsychotic alternatives such as divalproex 
are sometimes favored on an “off-label” basis to manage 
agitation in the demented elderly, and antipsychotic use is 
often clinically necessary to treat psychosis in older adults, 
with or without dementia. Concurrently, risk for iatrogenic 
corrected QT (QTc) prolongation on electrocardiogram 
(ECG) remains a concern with the use of many antipsychotic 
agents because of its associated potential for fatal 
arrhythmias.2 Many elderly patients require antipsychotic 
pharmacotherapy yet incur risks from inherent cardiac 
disease, begging the question: How does one treat a 
psychotic or delirious patient with a prolonged QTc? The 
following case illustrates experience at our institution with 
safe reinitiation of aripiprazole after myocardial infarction–
related QTC prolongation in an older adult with chronic 
psychosis.

Case report. Ms A is an 80-year-old retired, divorced 
white woman with a past psychiatric history of DSM-
IV-TR–defined schizoaffective disorder, bipolar type, and a 
past medical history of hypertension. The patient had been 
maintained for many years on aripiprazole 10 mg/d and 
fluoxetine 20 mg/d. The patient additionally took lisinopril 
5 mg/d, simvastatin 10 mg/d, and aspirin 81 mg/d. 

In May 2014, on follow-up after a deep venous thrombosis, 
new ECG changes were found, indicating a new myocardial 
infarction. The patient had T wave inversions in leads V1–
V6 as well as leads 1 and aVL, with myocardial perfusion 
imaging revealing apical dyskinesia. She was hospitalized, 
and aripiprazole treatment was stopped while fluoxetine 
treatment was continued. Her prior (pre-MI) baseline QTc 
of around 475 ms rose to 568 ms (post MI) and remained 
there on repeat ECGs, with the change believed to be the 
result of the myocardial infarction. The only other known 
risk factors for QTc prolongation were being elderly and 

female and, potentially, receiving fluoxetine, which had not 
shown that effect in this patient previously.2 Ms A’s serum 
potassium and magnesium levels were both within normal 
limits. Manual QTc measurements were done with lead 
V5 using the tangential method with heart rate correction 
using the Bazett formula. 

Two weeks later, off aripiprazole treatment, the patient 
became paranoid and required psychiatric hospitalization. 
Her ECG continued to show a prolonged QTc, ranging from 
552 ms to 561 ms, while she was receiving no antipsychotics, 
antiarrhythmics, or other medications associated with QTc 
prolongation other than fluoxetine (which has rarely been 
shown to prolong QTC,3 although not previously in this 
patient). After deliberation, aripiprazole was restarted 
and titrated to 15 mg/d,  a dose higher than the previous 
dose, to control her psychotic symptoms. Daily ECGs 
demonstrated lowering of the QTc from 561 ms to 444 ms 
over the following 30-day period. At an aripiprazole dose 
of 15 mg/d, Ms A’s aripiprazole level was > 400 ng/mL, and 
her level of the active metabolite, dehydroaripiprazole, 
was 131 ng/mL, suggesting supratherapeutic plasma 
concentrations.4

Our case suggests that aripiprazole may be a relatively 
safe treatment for psychosis in older adults who incur 
post-MI QTc prolongation. Of note, a 2013 case study5 
identified aripiprazole as a possible offending agent in 
causing torsades de pointes in a nonelderly (42-year-old) 
man with type 2 diabetes who was taking famotidine and 
was without extensive preexisting cardiac disease. Notably, 
concomitant use of famotidine in that patient confounds 
the etiology of observed QTc prolongation.6

While all neuroleptics carry a risk for serious adverse 
events, cumulative risk factors for QTc prolongation must 
be considered when gauging safety. Torsades de pointes 
with neuroleptic use has been reported to occur at a rate of 
only 10–15 events per 10,000 person-years of observation.7 
Because QTc prolongation may be a dose-related 
phenomenon with some antipsychotics,8 appropriate 
management should involve the minimum dose needed 
to achieve adequate response, along with consideration of 
pharmacokinetic interactions that may increase plasma 
antipsychotic levels (in this case, concomitant fluoxetine, 
an inhibitor of cytochrome P450 (CYP)3A4 and CYP2D6, 
was the only other medication with this effect). 

Aripiprazole has been reported to have the least effect 
on QTc of the atypical neuroleptics and may even be 

Effects of Aripiprazole on the QTc:
A Case Report
Adam J. Karz, MD, MSa,b,*; Daniel P. McGonigle, MDa;  
Joseph F. Goldberg, MDa; Charles H. Kellner, MDa; and Brandon W. Calenda, MDa

aIcahn School of Medicine at Mt Sinai, New York, New York
bMemorial Sloan Kettering Cancer Center, New York, New York (current 
affiliation)
*Corresponding author: Adam J. Karz, MD, 504 E 63rd St, Apt 25N,  
New York, NY 10065 (karza@mskcc.org).
J Clin Psychiatry 2015;76(12):1648–1649
dx.doi.org/10.4088/JCP.14cr09539
© Copyright 2015 Physicians Postgraduate Press, Inc.

http://dx.doi.org/10.4088/JCP.14cr09539


It
 is

 il
le

ga
l t

o 
po

st
 th

is
 c

op
yr

ig
ht

ed
 P

D
F 

on
 a

ny
 w

eb
si

te
.

For reprints or permissions, contact permissions@psychiatrist.com. ♦ © 2015 Copyright Physicians Postgraduate Press, Inc.

It is illegal to post this copyrighted PDF on any website.

     1649J Clin Psychiatry 76:12, December 2015

Case Report

associated with lowering of the QTc.9–11 It is likely that our 
patient’s decreasing QTc was associated with normalization of 
ventricular function after myocardial infarction, unimpeded 
by any arrhythmogenic effects of aripiprazole. The apparent 
neutral effect of aripiprazole on cardiac conduction merits its 
consideration as a preferred second-generation antipsychotic 
for the treatment of psychosis in elderly patients.

Submitted: September 22, 2014; accepted March 16, 2015.
Author contributions: All authors had access to the data and took a role in 
writing the manuscript.
Potential conflicts of interest: Dr Goldberg serves on the speakers bureaus 
for AstraZeneca, Merck, Sunovion, and Takeda-Lundbeck; has been a 
consultant for MedScape, WebMD, and Frontline Medical Communications; 
and has received royalties from American Psychiatric Publishing, Inc. 
Dr Kellner receives grant support from the National Institute of Mental 
Health; receives royalties from Cambridge University Press; and has 
received honoraria from Psychiatric Times, from UpToDate for writing their 
electroconvulsive therapy (ECT) sections, and from the Northshore-LIJ-Health 
System for teaching an ECT course. The remaining authors certify that they 
have no affiliations with or involvement in any organization or entity with 
any financial interest (such as honoraria; educational grants; participation 
in speaker’s bureaus; membership, employment, consultancies, stock 
ownership, or other equity interest; and expert testimony or patent-licensing 
arrangements), or nonfinancial interest (such as personal or professional 
relationships, affiliations, knowledge, or beliefs) in the subject matter or 
materials discussed in this case report. 
Funding/support: There were no direct financial contributions to this case 
report.

REFERENCES

 1. US Food and Drug Administration. Public Health Advisory: Deaths With 
Antipsychotics in Elderly Patients With Behavioral Disturbances. FDA Web 
site. http://www.fda.gov/Drugs/DrugSafety/
PostmarketDrugSafetyInformationforPatientsandProviders/ucm053171.
htm. Published April 11, 2005. Accessed September 17, 2015.

 2. Gareri P, De Fazio P, Manfredi VG, et al. Use and safety of antipsychotics in 
behavioral disorders in elderly people with dementia. J Clin 
Psychopharmacol. 2014;34(1):109–123. doi:10.1097/JCP.0b013e3182a6096e PubMed

 3. Beach SR, Celano CM, Noseworthy PA, et al. QTc prolongation, torsades de 
pointes, and psychotropic medications. Psychosomatics. 2013;54(1):1–13. doi:10.1016/j.psym.2012.11.001 PubMed

 4. Kirschbaum KM, Müller MJ, Malevani J, et al. Serum levels of aripiprazole 
and dehydroaripiprazole, clinical response and side effects. World J Biol 
Psychiatry. 2008;9(3):212–218. doi:10.1080/15622970701361255 PubMed

 5. Nelson S, Leung JG. Torsades de pointes after administration of low-dose 
aripiprazole. Ann Pharmacother. 2013;47(2):e11. doi:10.1345/aph.1R387 PubMed

 6. Lee KW, Kayser SR, Hongo RH, et al. Famotidine and long QT syndrome. Am 
J Cardiol. 2004;93(10):1325–1327. doi:10.1016/j.amjcard.2004.02.025 PubMed

 7. Glassman AH, Bigger JT Jr. Antipsychotic drugs: prolonged QTc interval, 
torsade de pointes, and sudden death. Am J Psychiatry. 
2001;158(11):1774–1782. doi:10.1176/appi.ajp.158.11.1774 PubMed

 8. Reilly JG, Ayis SA, Ferrier IN, et al. QTc-interval abnormalities and 
psychotropic drug therapy in psychiatric patients. Lancet. 
2000;355(9209):1048–1052. doi:10.1016/S0140-6736(00)02035-3 PubMed

 9. Kasper S, Lerman MN, McQuade RD, et al. Efficacy and safety of aripiprazole 
vs haloperidol for long-term maintenance treatment following acute 
relapse of schizophrenia. Int J Neuropsychopharmacol. 2003;6(4):325–337. doi:10.1017/S1461145703003651 PubMed

10. Goodnick PJ, Jerry J, Parra F. Psychotropic drugs and the ECG: focus on the 
QTc interval. Expert Opin Pharmacother. 2002;3(5):479–498. doi:10.1517/14656566.3.5.479 PubMed

11. Wenzel-Seifert K, Wittmann M, Haen E. QTc prolongation by psychotropic 
drugs and the risk of Torsade de Pointes. Dtsch Arztebl Int. 
2011;108(41):687–693. PubMed

http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm053171.htm
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm053171.htm
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm053171.htm
http://dx.doi.org/10.1097/JCP.0b013e3182a6096e
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24158020&dopt=Abstract
http://dx.doi.org/10.1016/j.psym.2012.11.001
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23295003&dopt=Abstract
http://dx.doi.org/10.1080/15622970701361255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17853280&dopt=Abstract
http://dx.doi.org/10.1345/aph.1R387
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23362038&dopt=Abstract
http://dx.doi.org/10.1016/j.amjcard.2004.02.025
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15135720&dopt=Abstract
http://dx.doi.org/10.1176/appi.ajp.158.11.1774
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11691681&dopt=Abstract
http://dx.doi.org/10.1016/S0140-6736(00)02035-3
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=10744090&dopt=Abstract
http://dx.doi.org/10.1017/S1461145703003651
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=14609439&dopt=Abstract
http://dx.doi.org/10.1517/14656566.3.5.479
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11996627&dopt=Abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22114630&dopt=Abstract

