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Indication

contraindications

Posology, dosage
& administration

Cardiac effects

Motilium should be used with caution in older
patients or those with current or a history of cardiac
disease. Some epidemiological studies have shown
domperidone may be associated with an increased
risk of serious ventricular arrhythmias or sudden
cardiac death (see Adverse Reactions). Those studies
suggest this increased risk may be higher in patients
older than 60 years of age or in patients taking oral
doses greater than 30 mg per day. Treatment with
domperidone should be stopped if signs or symptoms
occur that may be associated with cardiac arrhythmia,
and the patient should consult their physician.
Domperidone should be used at the lowest effective
dose in adults and children.

Cardiac effects

Motilium should be used with caution in
older patients or those with current or a
history of cardiac disease. Some
epidemiological studies have shown
domperidone may be associated with an
increased risk of serious ventricular
arrhythmias or sudden cardiac death (see
Adverse Reactions). Those studies
suggest this increased risk may be higher
in patients older than 60 years of age or in
patients taking oral doses greater than

30 mg per day. Domperidone should be
used at the lowest effective dose in adults
and children

Special Warnings
and Special
Precautions for
Use

Pharmacodynamic drug-drug interactions between
domperidone and drugs that are strong CYP3A4
inhibitors have shown:

e Domperidone Cmax increases <3 fold
under maximal CYP3A4 inhibition.

e  No pharmacokinetic interaction with mild
CYP3A4 inhibitors.

e QTc increase (mean <10 msec) with
combined use of ketoconazole or
erythromycin. Ketoconazole and
erythromycin are strong CYP3A4 inhibitors
that are known to prolong QTec.

Separate pharmacokinetic/pharmacodynamic
interaction studies with oral ketoconazole or oral
erythromycin in healthy subjects confirmed
domperidone Cmax increases <3 fold under maximal
CYP3A4 inhibition by these drugs a-arked

In these studies, domperidone monotherapy at 10 mg
four times daily resulted in increases in mean QTc of
1.6 msec (ketoconazole study) and 2.5 msec
(erythromycin study), while ketoconazole
monotherapy (200 mg twice daily) and erythromycin
monotherapy (500 mg three times daily) led to

Separate
pharmacokinetic/pharmacodynamic
interaction studies with oral ketoconazole
or oral erythromycin in healthy subjects
confirmed a marked inhibition of
domperidone’s CYP3 A4 mediated first
pass metabolism by these drugs.

With the combination of domperidone 10
mg four times daily and ketoconazole 200
mg twice daily, a mean QTc prolongation
of 9.8 msec was seen over the observation
period, with changes at individual time
points ranging from 1.2 to 17.5 msec. ,
With the combination of domperidone 10
mg four times daily and erythromycin
500 mg three times daily, mean QTc over
the observation period was prolonged by
9.9 msec, with changes at individual time
points ranging from 1.6 to 14.3 msec.
Both the Cmax and AUC of domperidone
at steady state were increased
approximately three-fold in each of these
interaction studies. (See
Contraindications)

The contribution of increased plasma
concentrations of domperidone to the

Interaction with
Other
Medicaments and
Other Forms of
Interaction




increases in mean QTc of 3.8 and 4.9 msec,
respectively, over the observation period. With the
combination of domperidone 10 mg four times daily
and ketoconazole 200 mg twice daily, a mean QTc
prolongation of 9.8 msec was seen over the
observation period, with changes at individual time
points ranging from 1.2 to 17.5 msec. , With the
combination of domperidone 10 mg four times daily
and erythromycin 500 mg three times daily, mean
QTc over the observation period was prolonged by
9.9 msec, with changes at individual time points
ranging from 1.6 to 14.3 msec. Both the Cimax and
AUC of domperidone at steady state were increased
approximately three-fold in each of these interaction
studies. (See Contraindications)

observed effect on QTc is not known.

In these studies domperidone
monotherapy at 10 mg four times daily
resulted in increases in mean QTc of 1.6
msec (ketoconazole study) and 2.5 msec
(erythromycin study), while ketoconazole
monotherapy (200 mg twice daily) and
erythromycin monotherapy (500 mg three
times daily) led to increases in mean QTc
of 3.8 and 4.9 msec, respectively, over
the observation period.

In another multi-dose study in healthy
subjects, no significant changes in QTc
were noted during steady state treatment
with domperidone monotherapy at 40 mg
four times daily (total daily dose of 160
mg, which is double the maximum daily
dose) at plasma concentrations of
domperidone that were at least similar to
those found in the combination arms of
the interaction studies.

Breast-feeding
p " L of ] .
itos: . - |

bF%aS{ m" c 8# aetagng wWomen-are “ te 5“04 ef the
5 . l

not-to-exeeed10-ng/ml. The amount of domperidone
that could be ingested by an infant through breast
milk is extremely low. The maximal relative infant
dose (%) is estimated to be about 0.1% of the
maternal weight-adjusted dosage. The-total amountof

l . . l o
expeeted-to-betessthan /e per-day-atthe highest
recommended-dosingregimen. It is not known
whether this is harmful to the newborn. Therefore,
breast-feeding is not recommended for women
meothers who are taking MOTILIUM.

Breast-feeding

The drug is excreted in breast milk of
lactating rats (mostly as metabolites: peak
concentration of 40 and 800 ng/ml after
oral and i.v. administration of 2.5 mg/kg
respectively). Domperidone
concentrations in breast milk of lactating
women are 10 to 50% of the
corresponding plasma concentrations and
expected not to exceed 10 ng/ml. The
total amount of domperidone excreted in
human breast milk is expected to be less
than 7 pg per day at the highest
recommended dosing regimen. It is not
known whether this is harmful to the
newborn. Therefore, breast-feeding is not
recommended for mothers who are taking
MOTILIUM.

Fertility,
pregnancy and
Lactation

Nervous System Disorders

Very rare Dizziness Extrapyramidal Disorder, Convulsion

Adverse events

Effect on QT/QTc Interval and Cardiac
Electrophysiology

In accordance with ICH—E14 guidelines, a thorough
QT study was performed in healthy subjects. This
study included a placebo, active comparator and
positive control and was conducted using

recommended therapeutic doses (10 or 20 mg

Pharmacodynami
¢ properties




administered 4 times a day). This study found a
maximal difference of QTc between domperidone
and placebo in LS-means in the change from baseline
was 3.4 msec for 20 mg domperidone administered 4
times a day on Day 4, and the 2-sided 90% CI (1.0
5.9 msec) did not exceed 10 msec. The QT
prolongation observed in this study when
domperidone was administered according to the

recommended dosing is not clinically relevant.

This lack of clinical relevance is corroborated by
pharmacokinetics and QTc interval data from two
older studies which involved a 5-day treatment of 20
mg and 40 mg domperidone administered 4 times a
day. ECGs were recorded prior to the study, on Day 5
at 1 hour (approximately at tmax) after the morning
dose, and 3 days later. In both studies, no difference
between QTc after active treatment and placebo was
observed. It was therefore concluded that
concentrations of domperidone after 80 and 160 mg
daily had no clinically significant effect on QTc in

healthy subjects.
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