
257MJA 201 (5)  ·  1 September 2014

Perspectives

Luke E Grzeskowiak
PhD, BPharm(Hons), 

GradCertClinEpid
National Health and Medical 

Research Council Early Career 
Fellow1

Lisa H Amir
MB BS, MMed, PhD

Principal Research Fellow,2 
and Medical Officer3

1 School of Paediatrics and 
Reproductive Health, The 

Robinson Research Institute, 
University of Adelaide, 

Adelaide, SA.

2 Mother and Child Health 
Research, La Trobe 

University, Melbourne, VIC.

3 Breastfeeding Service, 
Royal Women’s Hospital, 

Melbourne, VIC.

luke.grzeskowiak@
adelaide.edu.au

doi: 10.5694/mja14.00626

Pharmacological management of low milk supply 
with domperidone: separating fact from fi ction

E
xclusive breastfeeding for the fi rst 6 months 
of life is well recognised as the optimal 
form of nutrition to support the growth and 

development of term and preterm infants.1 Whether 
real or just perceived, low milk supply is the most 
commonly reported reason for early discontinuation 
of breastfeeding.2 This is despite the fact that most 
mothers are able to produce suffi cient quantities of 
milk for their baby, if given the correct support and 
information.3 Risk factors for women experiencing low 
milk supply include maternal illness, caesarean birth, 
maternal smoking, previous breast surgery, mother–
infant separation and indirect lactation (ie, breast 
pump or manual milk expression).3 Mothers of infants 
who are unwell and require supportive care after birth, 
such as preterm infants, are particularly vulnerable to 
experiencing low milk supply.3

In many of these situations, non-pharmacological 
strategies such as optimising infant positioning and 
attachment at the breast, increasing the frequency of 
breastfeeds and mechanical expression are usually 
suffi cient to increase a woman’s milk supply.3 
However, some women still struggle to establish or 
maintain an adequate milk supply. In these situations, 
pharmacological intervention with medications used 
to augment lactation, known as galactagogues, is 
warranted. The most widely studied and commonly 
used galactagogues are the dopamine receptor 
antagonists, metoclopramide and domperidone. 
Both medications stimulate prolactin release by 
blocking dopamine D2 receptors in the anterior 
pituitary. Although studies are still few, these drugs 
have been shown to be effective treatments for the 
initiation and maintenance of lactation.4,5 In recent 
years, domperidone has become increasingly used in 
preference to metoclopramide, as it does not cross the 
blood–brain barrier, is associated with fewer central 
nervous system side effects (ie, fatigue, irritability, 
depression), and is secreted in only small amounts into 
breast milk.4

Recently, albeit not for the fi rst time, warnings 
surrounding the use of domperidone and the potential 
for adverse cardiac effects have arisen.6 However, these 
warnings require greater scrutiny, as their relevance 
to young and otherwise healthy lactating women is 
uncertain.5 The QT-prolonging effects of domperidone, 
which place susceptible users at a signifi cantly 
increased risk of fatal cardiac arrhythmias, have been 
well known for years.6 Of particular interest is the 
concept of susceptibility, as the early case reports 

linking domperidone use to sudden cardiac death 
describe the administration of high-dose intravenous 
formulations in patients with cancer who also had 
signifi cant electrolyte disturbances. These reports 
led to the worldwide withdrawal of the intravenous 
formulation in 1985.6 The oral form has remained 
available for use in many countries, including 
Australia, although it has never received marketing 
approval in the United States.

Additional evidence supporting the association 
between the use of domperidone and sudden cardiac 
death emerged through the publication of two case–
control studies in 2010.7,8 These additional concerns 
led to further regulatory warnings and ultimately 
prompted a review of all domperidone-containing 
medicines by the Pharmacovigilance Risk Assessment 
Committee (PRAC) of the European Medicines Agency 
(EMA) in 2013. The fi ndings of this review have 
recently been released. The committee determined that 
benefi ts in relation to the symptomatic management 
of nausea and vomiting outweighed associated risks, 
although they recommended that the daily oral 
dose be restricted to a maximum of 30 mg and that 
domperidone not be used for longer than 1 week.6 
But what about its use among lactating women? An 
important caveat of this review is that it sought to 
determine whether the benefi ts of domperidone use 
outweighed associated risks only for its approved 
indications. Given that the use of domperidone 
as a galactagogue does not refl ect an approved 
indication, it was therefore not considered within 
this investigation. This could refl ect a signifi cant 
oversight, given domperidone is commonly used 
off-label for this indication. It also raises signifi cant 
questions regarding the generalisability of previous 
study fi ndings on which these recommendations were 
based, and therefore the relevance of this EMA PRAC 
recommendation. Issues regarding generalisability 
are highlighted through fi ndings from one of the 
two most recent studies, where an increased risk of 
sudden cardiac death associated with domperidone 
use was only observed among subjects > 60 years of 
age (adjusted odds ratio [aOR], 1.64; 95% CI, 1.31–2.05), 
and not among those � 60 years of age (aOR, 1.1; 95% 
CI, 0.35–3.47).7 Furthermore, an increased risk was only 
observed among males (aOR, 2.23; 95% CI, 1.59–3.13), 
but not females (aOR, 1.25; 95% CI, 0.93–1.67) of any 
age.7 Therefore, one could expect that any increased 
risk associated with being female and � 60 years 
would be negligible.

Where does this leave clinical practice? An 
Australian-based clinical audit from 2000 to 2010 
showed that domperidone is commonly used off-label 
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as a galactagogue in clinical practice, and that by 
2010, 5% of all women giving birth at a major tertiary 
teaching hospital received domperidone.9 It is likely, 
however, that this refl ects an underestimation of 
total use, as medication data were obtained from 
the hospital pharmacy alone and domperidone may 
also be prescribed in community settings, for which 
no data are currently available. Despite its common 
use in many settings around Australia and overseas, 
no case reports of sudden cardiac death or serious 
ventricular arrhythmias associated with its use in 
lactating women have emerged. This could refl ect the 
rarity of this outcome among women of childbearing 
age, so we may never be able to generate a clear 
answer on the associated risks in this population, 
as the total number of lactating women needed in 
studies would be very large. However, with a reported 
incidence for cardiac-related out-of-hospital cardiac 
arrests among young adults aged 16–39 years of 6 per 
100 000,10 the absolute risks associated with the use of 
domperidone as a galactagogue are likely to be very 
small, if signifi cant at all. Furthermore, a perspective 
not often considered in previous discussions is the 
infant and maternal benefi ts offered by breastfeeding. 
This perspective is essential, as breastfeeding is 
associated with signifi cant reductions in infant 
morbidity and mortality,1,2 as well as providing long-
term benefi ts for the mother, with reductions in the 
incidence of certain cancers, for example.2 It could be 
considered that these wide-ranging benefi ts greatly 
outweigh what amounts to, at this point in time, 
largely theoretical risk associated with the use of 
domperidone as a galactagogue.5

While research to determine the optimal treatment 
regimens for domperidone is ongoing, fi ve clinical 
recommendations can be drawn from existing 
evidence to guide its safe and effective use.

 ● Before considering domperidone, ensure that low 
milk supply persists despite the adequate trial of 
non-pharmacological approaches. This is a clinical 
decision that may require input from a lactation 
consultant. While ongoing studies seek to identify 
the most appropriate time to initiate treatment 
with domperidone, low milk supply may be 
identifi ed as early as 7 days postpartum.

 ● Ensure mothers are appropriately screened for 
any comorbid medical conditions (including a 
signifi cant personal or family history of cardiac 
arrhythmia), concurrent use of other medications 
that may prolong the QT interval and/or inhibit 
the metabolism of domperidone (eg, macrolide 
antibiotics and triazole antifungals).

 ● Appropriately discuss the benefi ts and risks of the 
use of domperidone to increase breast milk supply 
to ensure mothers make an informed decision.

 ● Prescribe domperidone at an initial dose of 10 mg 
three times daily. A response to treatment should 
be evident within 7 days, with maximal effects 
likely to be achieved after 2 to 4 weeks.5 If supply 
remains low, increasing the dose to 20 mg three 

times daily may be benefi cial. No clinical studies 
have investigated the effects of doses greater than 
20 mg three times daily. Once an adequate breast 
milk supply is achieved, women may benefi t from 
titrating the dose downwards over 1 to 2 weeks 
before ceasing, avoiding an abrupt withdrawal of 
treatment.

 ● Ensure regular follow-up to confi rm adherence to 
non-pharmacological management approaches and 
monitor closely for improvements in milk supply 
and the presence of any side effects associated 
with domperidone.

Used in accordance with these clinical 
recommendations, it is possible that domperidone 
may be used without direct risk to breastfeeding 
women. At least two major studies are already 
underway that will help further guide the safe and 
effective use of domperidone. These studies will 
improve our understanding of the most effective time 
to initiate domperidone treatment postpartum and 
the optimal dose and duration of treatment, and they 
will explore why some women do and do not respond 
to treatment with domperidone, which may allow 
further medication tailoring.

In conclusion, domperidone, or the use of any 
other galactagogues for that matter, should never be 
considered a magic bullet. They should not be used 
as a substitute for, or as an alternative to, effective 
non-pharmacological breastfeeding support and 
encouragement; but domperidone can be used safely 
and effectively. As for further regulatory action, it is 
essential that benefi ts and risks be judged objectively, 
regardless of its off-label status. The provision of 
further restrictions to the use of domperidone may do 
more harm than good, with the risk of condemning 
lactating women to the status of therapeutic orphans . 
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