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Changes to recommended citalopram dose & QT proloragion

Citalopram is a selective serotonin reuptake inbibiSSRI) indicated for major depression. PreViputhe usual dose
was 20 mg daily, gradually increasing after 2-4 keedf necessary, up to 60 mg once daily. The Aulistn Therapeutic
Goods Administration (TGA) recently followed theSJ.Food and Drug Administration (FDA) recommendatio limit
the maximum daily dosage of citalopram to 40 mgeodaily. This decision followed evidence from atposirketing
study that demonstrated a significant QT prolomgagffect at doses of 60 mg. The FDA suggestsduaties have not
show a benefit in the treatment of depression aesldigher than 40 mg once daily. The QT intersa imeasure of
ventricular depolarisation and repolarisation. Qdasurements corrected for heart rate (QTc) ovemddsit for men and
470 msec for women are considered prolonged. Pgoigrthe QT interval can lead to arrhythmias andome cases
result inTorsades de Pointes (TdP). TdP usually terminates spontaneously batheslife threatening.

In a recent randomised, multi-centre, double-blpldcebo-controlled, crossover study, 119 subjestsived citalopram
20 mg per day, citalopram 60 mg per day, or plac&be 20 mg and 60 mg doses were found to incrb@s@T interval

by 8.5 msec and 18.5 msec respectively. In getemals, an increase in QT interval of < 30 ms€e63 msec, and > 60
msec from baseline infers low, medium and high resspectively, but however concomitant factorshiartincrease the
risk.

Risk factors for QTc elongation and TdP are considéo be:
- female gender, or increasing age
e genetic disposition (including congenital long Qyndrome, familial history of sudden death, or poes
history of drug-induced QT prolongation)
* heart disease / left ventricular dysfunction
« impaired drug elimination or overdosage of drugsstag QTc prolongation
* hypokalaemia or hypomagnesaemia
e oObesity

An example of the effect of concomitant risk fastaras observed in a previous study of terfenadirich was removed
from the market in 1997) and ketoconazole. Terfargdvhen taken alone, was observed to prolongXhenterval by
an average of 8 msec however when taken with ketome the QT interval was prolonged by an avesigmsec.

In Australia, the TGA recommends the followingiawktin regards to citalopram:
e Limit maximum dose to 40 mg once daily in patien®85 years of age

e Limit starting dose to 10 mg once daily and maximdase to 20 mg once daily i
patients

The FDA further recommends that hypokalaemia angomagnesaemia should be corrected before adminggter
citalopram, and electrolytes should be monitoredchsically indicated. More frequent electrocardiagm (ECG)
monitoring in patients with congestive heart faglubradyarrhythmias, or patients on concomitant icadidns that
prolong the QT interval, and patients should beissdl to contact a healthcare professional immegidfethey
experience signs and symptoms of an abnormal hearor rhythm while taking citalopram

For a full list of medications that can cause Qdl@ngation, visitttp://www.qtdrugs.org
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