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Precautions

Domperidone is not recommended for chronic use or
for the routine prophylaxis of postoperative nausea and
vomiting. Domperidone should be used with great cau-
tion if given intravenously, because of the risk of ar-
rhythmias, especially in patients predisposed to cardiac
arrhythmias or hypokalaemia.

Breast feeding. No adverse effects have been seen in breast-
fed infants whose mothers were given domperidone, and the
American Academy of Pediatrics considers® that it is therefore
usually compatible with breast feeding. However, the FDA in the
USA has issued a warning against the use of domperidone to in-
crease milk production because of the possibility of serious ad-
verse effects.2 Others have commented that these warnings were
based on data from patients with malignant disease receiving
high doses of intravenous domperidone, and that if the mother
were taking smaller oral doses, the total amount of drug ingested
by an infant would be extremely small. They recommend that
low-dose domperidone should still be considered for lactating
women with decreased milk supply who are unresponsive to
non-pharmacological measures to enhance lactation. However,
patients should be warned of the risk of arrhythmias at high dos-
es, and women with known cardiac disease should not take dom-
peridone.®

1. American Academy of Pediatrics. The transfer of drugs and oth-

er chemicals into human milk. Pediatrics 2001; 108: 776-89.
Correction. ibid.; 1029. Also available at:
http://aappolicy.aappublications.org/cgi/content/full/
pediatrics%3b108/3/776 (accessed 07/05/04)

2. FDA. FDA warns against women using unapproved drug, dom-
peridone, to increase milk production (June 7, 2004). Available
at: http://www.fda.gov/bbs/topics/ ANSWERS/2004/
ANS01292.html (accessed 30/06/04)

. da Silva OP, Knoppert DC. Domperidone for lactating women.
Can Med Assoc J 2004; 171: 725-6.
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Interactions

As with other dopamine antagonists (see Metoclopra-
mide, p.1749), there is a theoretical potential that dom-
peridone may antagonise the hypoprolactinaemic ef-
fect of drugs such as bromocriptine. In addition, the
prokinetic effects of domperidone may alter the
absorption of some drugs. Opioid analgesics and
antimuscarinics may antagonise the prokinetic effects
of domperidone.

Domperidone is metabolised via the cytochrome P450
isoenzyme CYP3A4; use with ketoconazole has been
reported to produce a threefold increase in plasma con-
centrations of domperidone, and an associated slight
prolongation in QT interval. Similar increases in dom-
peridone concentrations might theoretically be seen
with other potent inhibitors of CYP3A4 such as eryth-
romycin or ritonavir, and such combinations may be
best avoided.

Pharmacokinetics

Although absorption is rapid, the systemic bioavaila-
bility of domperidone is only about 15% in fasting sub-
jects given an oral dose; this is increased when dom-
peridone is given after food. The low bioavailability is
thought to be due to first-pass hepatic and intestinal
metabolism. The bioavailability of rectal domperidone
is similar to that after oral doses, although peak plasma
concentrations are only about one-third that of an oral
dose and are achieved after about an hour, compared
with 30 minutes after an oral dose.

Domperidone is more than 90% bound to plasma
proteins, and has a terminal elimination half-life of
about 7.5 hours. It undergoes rapid and extensive
hepatic metabolism. The main metabolic pathways
are N-dealkylation by cytochrome P450 isoenzyme
CYP3A4, and aromatic hydroxylation by CYP3A4,
CYP1A2, and CYP2E1. About 30% of an oral dose is
excreted in urine within 24 hours, almost entirely as
metabolites; the remainder of a dose is excreted in fae-
ces over several days, about 10% as unchanged drug. It
does not readily cross the blood-brain barrier.

Small amounts of domperidone are distributed into
breast milk; concentrations are 10 to 50% of those in
maternal serum.

Uses and Administration

Domperidone is a dopamine antagonist with actions
and uses similar to those of metoclopramide (p.1749).
It is used as an antiemetic for the short-term treatment
of nausea and vomiting of various aetiologies (p.1700).
It is not considered suitable for chronic nausea and
vomiting, nor for the routine prophylaxis of postopera-
tive vomiting.

Domperidone is also used for its prokinetic actions in
dyspepsia (p.1695) and has been tried in diabetic gas-
troparesis (see Diabetic Complications, p.433). It has
been given with paracetamol in the symptomatic treat-
ment of migraine (p.616).

Domperidone is used as the maleate in tablet prepara-
tions and as the base in suppositories and the oral sus-
pension; doses are expressed in terms of the base.
Domperidone maleate 12.73 mg is equivalent to about
10 mg of domperidone. Domperidone has been given
parenterally, but this route has been associated with se-
vere adverse effects (see above).

For the treatment of nausea and vomiting domperi-
done may be given in oral doses of 10 to 20 mg three
or four times daily up to a maximum daily dose of
80 mg or it may be given rectally in a dose of 60 mg
twice daily. For doses in children see below.

For the symptomatic management of non-ulcer dys-
pepsia similar oral doses of 10 mg taken up to four
times daily (the last dose to be taken at night) have been
recommended; if necessary, an increase in the dose to
20 mg may be prescribed. An initial course of treat-
ment should not normally exceed 2 to 4 weeks. In
migraine, a dose of 20 mg has been given orally up to
every 4 hours, with paracetamol, as required, up to a
maximum of 4 doses in 24 hours.

O Reviews.

Prakash A, Wagstaff AJ. Domperidone: a review of its use in
diabetic gastropathy. Drugs 1998; 56: 429-45.

. Barone JA. Domperidone: a peripherally acting dopamine -re-
ceptor antagonist. Ann Pharmacother 1999; 33: 429-40.
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Administration in children. UK licensed product informa-
tion states that children may be given domperidone in oral doses
equivalent to 250 to 500 micrograms/kg three or four times dai-
ly; a total daily dose of 2.4 mg/kg or 80 mg, whichever is less,
should not be exceeded. Alternatively, children weighing more
than 15 kg may be given a rectal dose of 30 mg twice daily. The
BNFC gives similar doses, but specifies use in children over 2
years; in those children over 35 kg, it allows an oral dose of 10 to
20 mg three or four times daily (maximum 80 mg daily) or a rec-
tal dose of 60 mg twice daily.

Gastro-oesophageal reflux disease. A systematic review of
the use of domperidone in infants and young children with gas-
tro-oesophageal reflux (p.1696), which identified 4 randomised
controlled studies of such use, considered that there was very lit-
tle evidence of its efficacy in reducing symptoms.* Some suggest
that it has been overused because of the lack of a suitable alter-
native after withdrawal of cisapride in many countries.?
Pritchard DS, et al. Should domperidone be used for the treat-
ment of gastro-oesophageal reflux in children? Systematic re-
view of randomized controlled trials in children aged 1 month to
11 years old. Br J Clin Pharmacol 2005; 59: 725-9.
. Vandenplas Y, et al. The diagnosis and management of gastro-
oesophageal reflux in infants. Early Hum Dev 2005; 81:
1011-24.
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Parkinsonism. Domperidone is used to control gastrointestinal
effects of dopaminergic drugs given in the management of par-
kinsonism (p.791). It may be of use in those patients who expe-
rience peripheral effects with levodopa despite the use of periph-
eral dopa-decarboxylase inhibitors and for patients using
dopamine agonists such as bromocriptine or apomorphine since
peripheral dopa-decarboxylase inhibitors are ineffective for pre-
venting the peripheral effects of these drugs. Although domperi-
done does not readily cross the blood-brain barrier there have
been isolated reports of extrapyramidal effects associated with its
use (see above). Consequently there has been concern over its
potential to produce central effects and some consider that dom-
peridone should only be used in patients with parkinsonism

The symbol T denotes a preparation no longer actively marketed
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when safer antiemetic measures have failed.>? However, this
view has been contested both by the manufacturers and other au-
thors.3# In a subsequent review of the use of domperidone in Par-
kinson’s disease it was considered® that domperidone might pro-
duce central blockade of the therapeutic effects of levodopa if
given at a high oral dosage such as 120 mg daily for prolonged
periods but also noted that such high doses were rarely required
to control levodopa-induced vomiting.

Domperidone was found to significantly improve anorexia, nau-
sea, vomiting, abdominal bloating, and regurgitation in patients
taking levodopa.® Dysphagia and constipation were unaffected;
these are thought to be more likely a reflection of the disease
process. Doses ranged from 50 to 120 mg daily, with most pa-
tients responding to 80 mg daily. No central effects were noted.

1. Leeser J, Bateman DN. Domperidone. BMJ 1985; 290: 241.

2. Bateman DN. Domperidone. BMJ 1985; 290: 1079.

3. Lake-Bakaar G, Cameron HA. Domperidone. BMJ 1985; 290:
241-2.

4. Critchley P, et al. Domperidone. BMJ 1985; 290: 788.

5. Parkes JD. Domperidone and Parkinson’s disease. Clin Neurop-
harmacol 1986; 9: 517-32.

6. Soykan |, et al. Effect of chronic oral domperidone therapy on
gastrointestinal symptoms and gastric emptying in patients with
Parkinson’s disease. Mov Disord 1997; 12: 952-7.

Preparations
BP 2008: Domperidone Tablets.

Proprietary Preparations (details are given in Part 3)

Arg.: Ecuamon; Euciton; Moperidona; Motilium; Peridon; Austral.: Motil-
ium; Austria: Motilium; Belg.: Docdomperi; Domperitop; Motilium; Zilium;
Braz.: Domperolt; Motilium; Peridal; Canad.: Motiliumt; Chile: Donegal;
Dosin; Gasdol; Idon; Restol; Siligaz; Cz.: Motilium; Denm.: Motilium; Fr.:
Biperidys; Motilium; Motilyo; Peridys; Ger.: Domidon; Motilium; Gr.: Cilro-
ton; Hong Kong: Costi; Dompeon; Doridone; Motilium; Qualidom; Rabu-
gen; Hung.: Motilium; India: Domperi; Domperon; Domstal; Nautigo;
Stopvom; Vomistop; Indon.: Costil; DOM; Domedon; Domet; Dometa;
Dometic; Galflux; Gerdilium; Monell; Motilium; Novotil; Regit; Tilidon;
Vometa; Vomidone; Vomistop; Vomitas; Vosedon; Irl.: Domerid; Motilium;
Israel: Motilium; Ital.: Digestivo Giuliani; Fobidont; Gastronorm; Motilium;
Peridon; Permod; Permotil; Riges; Stalcare; Jpn: Nauzelin; Malaysia: Dom-
per; Motilium; Rabugen; Mex.: Biolix; Emiken; Motilium; Seronex; Neth.:
Gastrocure; Motilium; NZ: Motilium; Philipp.: Dompeny!; Gilax; Motilium;
Port.: Cinet; Mogasinte; Motilium; Nausidone; Nefius; Nordonilt; Remotil;
Rus.: Motilak (MoTurak); Motilium (MoTuanym); Motonium (MoTormym);
Passagix (IMaccawikc); S.Afr.: Motilium; Vomidon; Singapore: Dompel;
Dompenylt; Domper; Doridone; Mirax; Motilium; Spain: Motilium;
Switz.: Motilium; Thai.: Dany; Dolium; Domerdon; Domidone; Domper-
M; Domperdone; Donum; Mirax; Mocydone; Modomed; Molax; Moticon;
Motidom; Motilium; Movelium; Ninlium; Peptomett; Peridom-M; Pondper-
done; Rabugen-M; Turk.: Motilium; UK: Motilium; Vivadone; Venez.: Agil-
am; Tilium; Tonun.

Multi-ingredient: Arg.: Alplax Net; Ansielix Digest; Bigetric; Bilagol;
Dom-Polienzim; Euciton Complex; Euciton Reflux; Euciton Stress; Faradil
Novo; Megalex; Moperidona AF; Moperidona Enzimatica; Praxis; Sidomal;
Tensium Gastric; Tetralgin Novo; Vegestabil Digest; Belg.: Touristil; Braz.:
Lansodom; India: Aciloc RD; Domcet; Esoz-D; Nogacid D; Okacid D;
Okalan D; Pantosec D; Praize-D; Vertigil; UK: Domperamolt.

Dosmalfate (inN)

Dosmalfato; Dosmalfatum; F-3616; F-3616. {u;-[(Diosmin hep-
tasulfato)(7-)]}tetracontahydroxytetradecaaluminium.
Ao3manspat

CagHgoAl 407,57 = 2134.9.

CAS — 122312-55-4.

Profile

Dosmalfate is a cytoprotective drug derived from diosmin
(p.2304), that is used for the prevention and treatment of
NSAID-associated peptic ulcer disease (p.1702) in an oral dose
of 1.5 g twice daily.

Preparations

Proprietary Preparations (details are given in Part 3)
Spain: Diotul.

Drofenine Hydrochloride (pinvwv)

Drofénine, Chlorhydrate de; Drofenini Hydrochloridum; Hex-
ahydroadiphenine Hydrochloride; Hidrocloruro de drofenina. 2-
(Diethylamino)ethyl a-phenylcyclohexaneacetate hydrochloride.
ApodeHnHa [mapoxropua,

CyoH3/NO, HCI = 353.9.

CAS — 1679-76-1 (drofenine); 548-66-3 (drofenine hy-
drochloride).

o -
\/\N \CH3

o}
CHs

(drofenine)



