NAME OF THE MEDICINAL PRODUCT
MOTILIUM® (Domperidone)

such as indinavir and pa�ents should be monitored closely for signs or symptoms
of adverse reac�ons

QUALITATIVE AND QUANTITATIVE COMPOSITION
Mo�lium Tablet:
Each ﬁlm-coated tablet contains 10 mg domperidone
Mo�lium Suspension:
Each ml of oral suspension contains 1 mg domperidone

Cau�on should be exercised when domperidone is co-administered with drugs
which have been shown to cause QT interval prolonga�on and pa�ents should be
monitored closely for signs or symptoms of cardiovascular adverse reac�ons.

2. Nausea and vomi�ng of func�onal, organic, infec�ous or dietary origin.

Examples include:
An�-arrhythmics class IA (e.g., disopyramide, quinidine), an�-arrhythmics class III
(e.g., amiodarone, dofe�lide, dronedarone, ibu�lide, sotalol), certain
an�psycho�cs (e.g., haloperidol, pimozide, ser�ndole), certain an�depressants
(e.g., citalopram, escitalopram), certain an�bio�cs (e.g., levoﬂoxacin,
moxiﬂoxacin), certain an�fungal agents (e.g., pentamidine), certain an�malarial
agents (e.g., halofantrine), certain gastro-intes�nal drugs (e.g., dolasetron), certain
drugs used in cancer (e.g., toremifene, vandetanib), certain other drugs (e.g.,
bepridil, methadone).
Antacids or an�secretory agents should not be taken simultaneously with oral
formula�ons of MOTILIUM as they lower the oral bioavailability of domperidone.
When used concomitantly, MOTILIUM should be taken before meals and antacids
or an�secretory agents a�er meals.

3. Nausea and vomi�ng induced by:
• Radiotherapy or drug therapy
• Dopamine agonists (such as L-dopa and bromocrip�ne) used in the treatment
of Parkinson's disease.

Interac�ons
The main metabolic pathway of domperidone is through CYP3A4. In vitro and
human data show that the concomitant use of drugs that signiﬁcantly inhibit this
enzyme may result in increased plasma levels of domperidone.

Dosage and Administra�on
Adults, and adolescents (12 years of age and older and weighing 35 kg or more)
Tablets
One 10 mg tablet up to three �mes per day with a maximum dose of 30 mg per day.

When domperidone was co-administered with potent CYP3A4 inhibitors which
have been shown to cause QT interval prolonga�on, clinically relevant changes in
QT intervals were observed. Therefore, co-administra�on of domperidone with
certain drugs is contraindicated (see Contraindications)

Oral suspension
10 ml (of 1 mg/ml oral suspension) up to three �mes per day with a maximum dose
of 30 ml per day.

Cau�on should be exercised when domperidone is co-administered with potent
CYP3A4 inhibitors which have not been shown to cause QT interval prolonga�on or
drugs which have been shown to cause QT interval prolonga�on (see Warnings and
Precautions).

CLINICAL INFORMATION
Indica�ons
1. The dyspep�c symptom complex that is o�en associated with delayed gastric
emptying, gastro-esophageal reﬂux and esophagi�s:
• Epigastric sense of fullness, early sa�ety, feeling of abdominal distension, upper
abdominal pain;
• Bloa�ng, eructa�on, ﬂatulence;
• Nausea and vomi�ng;
• Heartburn with or without regurgita�ons of gastric contents in the mouth

Hepa�c impairment
Mo�lium is contraindicated in moderate or severe hepa�c impairment. Dose
modiﬁca�on in mild hepa�c impairment is however not needed.

Concomitant administra�on of an�cholinergic drugs (e.g., dextromethorphan,
diphenhydramine) may antagonize the an�-dyspep�c eﬀect of MOTILIUM.

Renal impairment
Since the elimina�on half-life of domperidone is prolonged in severe renal
impairment, on repeated administra�on, the dosing frequency of Mo�lium should
be reduced to once or twice daily depending on the severity of the impairment, and
the dose may need to be reduced.

Theore�cally, since MOTILIUM has gastro-kine�c eﬀects, it could inﬂuence the
absorp�on of concomitantly orally administered drugs, par�cularly those with
sustained-release or enteric-coated formula�ons. However, in pa�ents already
stabilized on digoxin or paracetamol, concomitant administra�on of domperidone
did not inﬂuence the blood levels of these drugs.

Paediatric popula�on
The eﬃcacy of MOTILIUM in children less than 12 years of age has not been
established.
The eﬃcacy of MOTILIUM in adolescents 12 years of age and older and weighing
less than 35 kg has not been established

MOTILIUM may also be given with:
• Neurolep�cs, the ac�on of which it does not poten�ate,
• Dopaminergic agonists (bromocrip�ne, L-dopa), whose unwanted peripheral
eﬀects such as diges�ve disorders, nausea and vomi�ng it suppresses without
counterac�ng their central proper�es.

Contraindica�ons
MOTILIUM is contraindicated in the following situa�ons:

Pregnancy and Breast-feeding
Pregnancy
There are limited post-marke�ng data on the use of domperidone in pregnant
women. A study in rats has shown reproduc�ve toxicity at a high, maternally toxic
dose. The poten�al risk for humans is unknown. Therefore, Mo�lium should only
be used during pregnancy when jus�ﬁed by the an�cipated therapeu�c beneﬁt.

• In pa�ents with moderate to severe hepa�c impairment
• In pa�ents who have known exis�ng prolonga�on of cardiac conduc�on intervals
(par�cularly QTc) and in pa�ents with signiﬁcant electrolyte disturbances or
underlying cardiac diseases such as conges�ve heart failure
• During co-administra�on with QT-prolonging drugs
• During co-administra�on with potent CYP3A4 inhibitors (regardless of their QTprolonging eﬀects)
Warnings and Precau�ons
Cardiac eﬀects
Epidemiological studies have shown domperidone may be associated with an
increased risk of serious ventricular arrhythmias or sudden cardiac death. Those
studies suggest this increased risk may be higher in pa�ents older than 60 years of
age or in pa�ents taking oral doses greater than 30 mg per day. Therefore,
MOTILIUM should be used with cau�on in older pa�ents. Pa�ents older than 60
years of age should consult their physician before taking Mo�lium.
Due to increased risk of ventricular arrhythmia, MOTILIUM is not recommended in
pa�ents with known exis�ng prolonga�on of cardiac conduc�on intervals,
par�cularly QTc, in pa�ents with signiﬁcant electrolyte disturbances
(hypokalaemia, hyperkalaemia, hypomagnesaemia), or bradycardia, or in pa�ents
with underlying cardiac diseases such as conges�ve heart failure. Electrolyte
disturbances (hypokalaemia, hyperkalaemia, hypomagnesaemia) and bradycardia
are known to be condi�ons increasing the proarrhythmic risk.
Treatment with MOTILIUM should be stopped if signs or symptoms occur that may
be associated with cardiac arrhythmia, and the pa�ent should promptly consult
their physician.
Drug interac�on poten�al
Main metabolic pathway of domperidone is through CYP3A4. In vitro and human
data show that the concomitant use of drugs that signiﬁcantly inhibit this enzyme
may result in increased plasma levels of domperidone. Co-administra�on of
domperidone with potent CYP3A4 inhibitors which have been shown to cause QT
interval prolonga�on is contraindicated
Cau�on should be exercised when domperidone is co-administered with potent
CYP3A4 inhibitors which have not been shown to cause QT interval prolonga�on

Breast-feeding
The amount of domperidone that could be ingested by an infant through breast
milk is low. The maximal rela�ve infant dose (%) is es�mated to be about 0.1% of
the maternal weight-adjusted dosage. It is not known whether this is harmful to
the newborn. Therefore, breast-feeding is not recommended for women who are
taking MOTILIUM.
Eﬀects on Ability to Drive and Use Machines
Dizziness and somnolence have been observed following use of domperidone.
Therefore, pa�ents should be advised not to drive or use machinery or engage in
other ac�vi�es requiring mental alertness and coordina�on un�l they have
established how MOTILIUM aﬀects them.
Adverse Reac�ons
Clinical Trial Data
The safety of MOTILIUM was evaluated in 1221 pa�ents with gastroparesis,
dyspepsia, gastro-esophageal reﬂux disorder (GERD), or other related condi�ons in
45 clinical trials included in the safety database. All pa�ents were ≥ 15 years old
and received at least one dose of oral domperidone base. Slightly fewer than
one-half (553/1221) of pa�ents were diabe�c. The median total daily dose was 80
mg (range 10 to 160 mg), with 230 pa�ents receiving a dose greater than 80 mg.
Median dura�on of exposure was 56 days (range 1 to 2248 days).
ARs reported by ≥1% of pa�ents treated with domperidone in these 45 clinical
trials are shown in below Tables:
Adverse Reac�ons Reported by ≥ 1% of Domperidone -Treated Pa�ents in 45
Clinical Trials:
Psychiatric Disorders
Depression (2.5%), Anxiety (1.6%), Libido Decreased/Loss of Libido (1.5%)
Nervous System Disorders
Headache (5.6%)
Somnolence (2.5%)
Akathisia (1.0%)

Gastrointestinal Disorders
Diarrhea (5.2%)
Skin and Subcutaneous Tissue Disorders
Rash (2.8%)
Pruritus (1.7%)
Reproductive System and Breast Disorders
Breast Enlargement/Gynaecomas�a (5.3%)
Breast Tenderness (4.4%)
Galactorrhoea (3.3%)
Amenorrhea (2.9%)
Breast Pain (2.3%)
Menstrua�on Irregular (2.0%)
Lacta�on Disorder (1.6%)
General Disorders and Administration Site Conditions
Asthenia (1.9%)
ARs that occurred in < 1% of Domperidone-treated pa�ents in the 45 clinical
trials:
Immune System Disorders
Hypersensi�vity (0.2%)
Skin and Subcutaneous Tissue Disorders
Ur�caria (0.7%)
Reproductive System and Breast Disorders
Breast Discharge (0.8%)
Breast Swelling (0.5%)
Postmarke�ng Experience
Immune System Disorders
Very rare
Anaphylac�c Reac�on (including Anaphylac�c Shock)
Psychiatric Disorders
Very rare
Agita�on, Nervousness
Nervous System Disorders
Very rare
Dizziness, Extrapyramidal Disorder, Convulsion
Cardiac Disorders
Very rare
Sudden Cardiac Death, Serious Ventricular Arrhythmias
Skin and Subcutaneous Tissue Disorders
Very rare
Angioedema, Ur�caria
Renal and Urinary Disorders
Very rare
Urinary Reten�on
Investigations
Very rare
Liver Func�on Test Abnormal, Blood Prolac�n Increased
Overdose
Symptoms and signs
Overdose has been reported primarily in infants and children. Symptoms of
overdose may include agita�on, altered consciousness, convulsion, disorienta�on,
somnolence and extrapyramidal reac�ons.

Excre�on
Urinary and fecal excre�ons amount to 31 and 66% of the oral dose, respec�vely.
The propor�on of the drug excreted unchanged is small (10% of fecal excre�on and
approximately 1% of urinary excre�on).
The plasma half-life a�er a single oral dose is 7-9 hours in healthy subjects, but is
prolonged in pa�ents with severe renal insuﬃciency.
Special popula�ons
Hepatic impairment
In subjects with moderate hepa�c impairment (Pugh score 7 to 9, Child-Pugh ra�ng
B), the AUC and Cmax of domperidone is 2.9- and 1.5-fold higher, respec�vely,
than in healthy subjects. The unbound frac�on is increased by 25%, and the
terminal elimina�on half-life is prolonged from 15 to 23 hours. Subjects with mild
hepa�c impairment have a somewhat lower systemic exposure than healthy
subjects based on Cmax and AUC, with no change in protein binding or terminal
half-life. Subjects with severe hepa�c impairment were not studied
Renal impairment
In subjects with severe renal insuﬃciency (serum crea�nine > 6 mg/100 mL,
i.e. > 0.6 mmol/L) the half-life of domperidone is increased from 7.4 to 20.8 hours,
but plasma drug levels are lower than in subjects with normal renal func�on. Very
li�le unchanged drug (approximately 1%) is excreted via the kidneys
PHARMACEUTICAL PARTICULARS
Shelf Life
See expiry date on outer pack
Special precau�ons for storage
Do not store above 30°C
Keep all medicines out of reach of children
Protect from light and moisture
Nature and contents of container
Mo�lium 10 mg (domperidone) is supplied in a blister pack of 5x10 tablets.
Mo�lium 1mg/ml (domperidone) oral suspension is supplied in bo�le of 120 mL
with a measuring cup of 5 ml.
Instruc�ons for use and handling
Mo�lium suspension: Shake well before use
Manufactured by:
Aspin Pharma (Pvt.) Ltd.
Plot No. 10 & 25, Sector No. 20, Korangi Industrial Area,
Karachi-74900, Pakistan. www.aspin.com.pk
Mo�lium, TM of JANSSEN PHARMACEUTICA, Breese, Belgium.

Treatment
There is no speciﬁc an�dote to domperidone. It is advisable to contact a poison
control center to obtain the latest recommenda�ons for the management of an
overdose. Close medical supervision and suppor�ve therapy is recommended.
An�cholinergic or an�-Parkinson drugs may be helpful in controlling the
extrapyramidal reac�ons.
PHARMACOLOGICAL PROPERTIES
Pharmacodynamic proper�es
Domperidone is a dopamine antagonist with an�-eme�c proper�es. Domperidone
does not readily cross the blood-brain barrier. In domperidone users, especially in
adults, extrapyramidal side eﬀects are very rare, but domperidone promotes the
release of prolac�n from the pituitary. Its an�-eme�c eﬀect may be due to a
combina�on of peripheral (gastrokine�c) eﬀects and antagonism of dopamine
receptors in the chemoreceptor trigger zone, which lies outside the blood-brain
barrier in the area postrema. Animal studies, together with the low concentra�ons
found in the brain, indicate a predominantly peripheral eﬀect of domperidone on
dopamine receptors.
Studies in man have shown oral domperidone to increase lower esophageal
pressure, improve antroduodenal mo�lity and accelerate gastric emptying. There
is no eﬀect on gastric secre�on.
Eﬀect on QT/QTc Interval and Cardiac Electrophysiology
In accordance with ICH-E14 guidelines, a thorough QT study has been performed in
healthy subjects. This study included a placebo, ac�ve comparator and posi�ve
control and was conducted using recommended and supra-therapeu�c doses (10
and 20 mg administered 4 �mes a day). This study found a maximal diﬀerence of
QTc between domperidone and placebo in LS-means in the change from baseline
of 3.4 msec for 20 mg domperidone administered 4 �mes a day on Day 4, and the
2-sided 90% CI (1.0-5.9 msec) did not exceed 10 msec. The QT prolonga�on
observed in this study when domperidone was administered according to the
recommended dosing regimen is not clinically relevant.
Pharmacokine�c Proper�es
Absorp�on
In fas�ng subjects, domperidone is rapidly absorbed a�er oral administra�on, with
peak plasma concentra�ons occurring at approximately 60 minutes a�er dosing.
The low absolute bioavailability of oral domperidone (approximately 15%) is due to
an extensive ﬁrst-pass metabolism in the gut wall and liver. Although
domperidone's bioavailability is enhanced in normal subjects when taken a�er a
meal, pa�ents with gastro-intes�nal complaints should take domperidone 15-30
minutes before a meal. Reduced gastric acidity impairs the absorp�on of
domperidone base. Oral bioavailability of domperidone base is decreased by prior
concomitant administra�on of cime�dine and sodium bicarbonate. The �me of
peak absorp�on is slightly delayed and the AUC somewhat increased when the oral
drug is taken a�er a meal.
Distribu�on
Domperidone is 91-93% bound to plasma proteins. Distribu�on studies with
radiolabelled drug in animals have shown wide �ssue distribu�on, but low brain
concentra�on. Small amounts of drug cross the placenta in rats.
Metabolism
Domperidone undergoes rapid and extensive hepa�c metabolism by hydroxyla�on
and N-dealkyla�on. In vitro metabolism experiments with diagnos�c inhibitors
revealed that CYP3A4 is a major form of cytochrome P-450 involved in the
N-dealkyla�on of domperidone, whereas CYP3A4, CYP1A2 and CYP2E1 are
involved in domperidone aroma�c hydroxyla�on.
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