ADVERSE EFFECTS

® Domperidone is a “hidden” neu-
roleptic, mainly used for symptomatic
treatment of gastroesophageal reflux.
It can prolong the QT interval, thus pre-
disposing patients to life-threatening
cardiac arrhythmia such as torsades
de pointes.

® A French study of 31 newborns and
infants receiving domperidone showed
statistically significant QTc prolonga-
tion.

@ In practice, these data confirm that
domperidone should not be used to
treat mild regurgitation in infants.
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Regurgitation is very frequent in
infants. Recurrent regurgitation is
rarely harmful and generally disappears
spontaneously after the first year of life.
Infantile regurgitation is known as physi-
ological gastroesophageal reflux (a)(1).

Several drugs are used for sympto-
matic treatment of gastroesophageal
reflux in infants, despite their poorly doc-
umented efficacy. One of these drugs,
domperidone, is a “hidden” neuroleptic
used to stimulate gastrointestinal motili-
ty (1,2).

Neuroleptics are known to lengthen
the QT interval and create a risk of tor-
sades de pointes, a potentially life-threat-
ening form of ventricular tachycardia (3,4).

A study conducted by a French team
has yielded new information on the cardiac
risks of domperidone therapy in infants.

QTc prolongation in newborns
and infants

Over a one-year period in a French
neonatal unit, 31 newborns and infants
aged 2 to 42 days who had gastroe-
sophageal reflux of unspecified severity
were given an ECG before and after
domperidone administration (5). They
were divided into three groups based on
their gestational age: less than 32 weeks
of gestation, 32 to 36 weeks, and
37 weeks or more.

The mean daily domperidone dose of
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1.3 mg/kg/day was administered in 3 or
4 oral intakes, 15 to 20 minutes before
meals. The first ECG was performed
before initiation of domperidone treat-
ment and the second ECG a median of
two days later. The QT interval was meas-
ured three times on each ECG, and then
corrected for the heart rate to obtain the
QTc. The three readings were averaged
for each QTc interval.

The QTc interval rose by an average of
14 ms during treatment with domperi-
done, a statistically significant increase.
Nearly half of patients had an increase of
more than 12 ms.

Domperidone was withdrawn in one
case when the QTc increased by 45 ms,
to 450 ms, 48 hours after treatment initi-
ation (b). The QTc interval had returned
to its initial value within a week.

No cases of ventricular arrhythmia were
recorded.

The mean QTc prolongation was high-
er in infants with a gestational age
between 32 and 36 weeks than in those
with a gestational age of 37 weeks or
more: 26 + 14.4 ms versus 19.1 +
23.7 ms, respectively (p<0.05). After
adjustment for gestational age, plasma
potassium concentrations near the upper
limit of normal were statistically signifi-
cantly associated with QTc prolongation.

Domperidone known to induce
serious cardiac arrhythmia

Domperidone has the same dose-
dependent adverse effects as neurolep-
tics used in psychiatry, including
extrapyramidal disorders and cardiac
arrhythmia (¢)(1,2).

QT prolongation and torsades de
pointes have been reported with oral
domperidone in both adults and
infants (6,7).

Cases of ventricular arrhythmia, some of
which were fatal, led to market withdraw-
al of injectable domperidone in 1986 (6).

The risk of QTc prolongation and ven-
tricular arrhythmia has been mentioned in
the French summary of product charac-
teristics for oral domperidone since late
2008 (8).
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Domperidone: QT prolongation in infants

In practice:
avoid using domperidone

Despite its inherent weaknesses, this
unblinded and uncontrolled observation-
al study confirms the risk of cardiac
arrhythmia associated with domperidone.

In practice, physiological gastroe-
sophageal reflux is transient and harm-
less, and does not justify exposing new-
borns and infants to the adverse effects
of domperidone, especially its potential-
ly severe cardiac effects.

Lifestyle measures should be tried first
for infants with physiological gastroe-
sophageal reflux: they include adjusting
the infant’s position before and after
meals, thickening the formula and slow-
ing its delivery rate, and timing meals

appropriately (1).
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a- Pathological gastroesophageal reflux is rare and carries
a risk of oesophagitis (ref 1). Omeprazole, a proton pump
inhibitor, can be used to treat ulcerative or erosive
oesophagitis. Metoclopramide, like domperidone, exposes
patients to the adverse effects of neuroleptics. Surgical treat-
ment can be envisaged in the rare cases in which oesophagi-
tis is recurrent or refractory to treatment.

b- A QTc interval above 450 milliseconds is considered
pathological in infants less than 6 months old (ref 5).

¢- In 2004, the US Food and Drug Administration warned
breast-feeding women not to use domperidone to increase
their milk production (domperidone, like other neurolep-
tics, increases prolactin secretion). Domperidone is excret-
ed in breast milk, thus exposing breastfed newborns and
infants to its arrhythmogenic effects (ref 9).
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