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Letter to the Editor

Cabergoline in the Treatment of Peripartum

Cardiomyopathy

Cabergolina no tratamento da cardiomiopatia periparto

James D. Fett!

TDepartment of Adult Medicine, Hospital Albert Schweitzer,
Deschapelles, Haiti

Rev Bras Ginecol Obstet 2016;38:423-424.

It is premature to make a recommendation for treatment of
peripartum cardiomyopathy (PPCM) with prolactin inhibi-
tion (bromocriptine or cabergoline) as in the one-case report
of Melo et al.

There are now multiple reports of trials for PPCM
subjects in the use prolactin inhibition treatment com-
pared with non-use of this modality that show no statisti-
cally significant benefit in recovery outcomes at 6 and
12 months postpartum.z’3

Furthermore, there is still potential risk to the use of these
agents in the peripartum setting, with multiple reports of
cardiovascular catastrophes, including myocardial infarc-
tion, coronary artery spasm, and stroke.*

What is still needed is a carefully controlled investigation
of use of bromocriptine or cabergoline vs non-use as adjunct
or non-adjunct to conventional therapy for heart failure with
systolic dysfunction.

Melo et al emphasize the need for effective treatment of
PPCM “[...]particularly in developing countries.” We have
shown the devastating effect on otherwise healthy neo-
nates whose mothers died from PPCM, with high mortality
rates for these children as a consequence of losing the
source of breast milk when a mother dies.> An effective
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The case report of Melo et al' sought to describe an
otherwise satisfactory progress with the use of dopaminer-
gic agonists (bromocriptine and cabergoline). This treatment
strategy is based on an experimental observation of preven-
tion of peripartum cardiomyopathy (PPMC) in mice by block-
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program to provide alternative nutrition must accompany
any treatment program that deprives newborns of a moth-
er’s breast milk. This is an issue of concern particularly in
developing countries.
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ing prolactin bromocriptine. A randomized small pilot study
and several observational reports have suggested a beneficial
response to bromocriptine therapy in patients with PPMC.%™
Sliwaetal®ina prospective single-center, proof-of-concept
pilot held in South Africa, evaluated the effect of prolactin
lock with bromocriptine. Treatment with this medicament
was administered after the diagnosis at a dosage of 2.5 mg
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twice a day for 2 weeks followed by 2.5 mg a day for 6 weeks,
in addition to the standard heart failure therapy in 10
patients with PPMC. This treatment resulted in a significant-
ly higher rate of left ventricular recovery at 6 months
compared with a group of 10 women with PPMC treated
alone with standard treatment for heart failure ( £+ 31%
versus + 9%, p = 0.012).

Furthermore, there was a lower mortality rate in the treated
group (1 versus 4 patients) and an index of poor outcome defined
as a combined end point of death, New York Heart Association
(NYHA) functional class III/IV or left ventricular ejection fraction
(LVEF) < 35% at 6 months.” A multicenter German study with a
randomized controlled prospective open design evaluated fe-
males with newly diagnosed PPMC according to the criteria of
the European Society of Cardiology, with an LVEF < 35%. Pa-
tients were randomized 1:1 to either best supportive care (BSC),
including standard heart failure therapy, and 8 weeks of bromo-
criptine therapy (2.5 mg b.i.d. 14 days and 2.5 mg q.d. from the
from 15 to 56) or BSC 1 more week low-dose bromocriptine
(25 mg q.d.) to a prophylactic anticoagulant therapy dose
administered during bromocriptine treatment period in both
groups. To date, the observations of this study indicated a good
safety and tolerability of bromocriptine in PPMC patients. So far,
none of the patients had to prematurely terminate bromocrip-
tine due to safety concerns. In particular, no thrombotic com-
plications associated with bromocriptine were recorded. The
results of this study may have significant impact on the future
management of PPMC patients.? In a case study, de Jong et al’
argued that the benefit of the use of cabergoline, another potent
antagonist of the dopamine receptor like bromocriptine, has a
long half-life, 14 to 21 days; therefore, a single dose of cabergo-
line is often sufficient.

The patient reported by Melo et al' was a 16-year-old with
a diagnostic of PPMC without history of coronary artery
disease. She had a prolonged hospital stay in the intensive
care unit (ICU) with severe ventricular arrhythmias and
NYHA functional class III. A conventional treatment for heart
failure was conducted for 30 days without improvement. So,
due to the high morbidity and mortality of patients, the
treatment with cabergoline was initiated with the consent of
the patient and her family after explaining the side effects of
drugs, including non-breastfeeding. In a recent national
population-based study conducted in the US, the incidence
and results of PPMC were investigated in details. The authors
demonstrated an increased incidence rate of PPMC, from 8.5
per 10,000 live births in 2011 to 11.8 per 10,000 live births in
2014. It is important to note that the rate of maternal adverse
events, defined as cardiac arrest, heart transplant, mechani-
cal circulatory support, acute pulmonary edema, thrombo-
embolism, or cardioverter/defibrillator  implantable
permanent pacemaker increased from 11.7% in 2004 to
15% in 2011. Similar trends were observed for in-hospital
mortality, with an increase of 0.7% in 2004 to 1.3% in 2011.
These data show that despite the advances in medical care in
Western societies over the past decade, the concepts of

Rev Bras Ginecol Obstet  Vol. 38 No. 8/2016

treatment so far failed to achieve improvements in the
prognosis of patients with PPMC. Therefore, with the in-
creasing incidence and prognosis of PPMC unchanged and
the lack of treatment for specific diseases, there is an urgent
need for new treatment strategies.®

The comment about the possibility of dopaminergic
agonists as a therapy to be considered in these cases as an
adjunct to standard treatment in developing countries was
particularly important, because in these countries the avail-
ability of maternal intensive care units is precarious. There are
no cessation of breastfeeding campaigns in these countries,
and PPMC is already a growing problem. In this case, the
patient had already suspended breastfeeding because of her
medical conditions and her long stay in the ICU. In 2006, Fett
and Murphy’ reported in Haiti a maternal mortality of 25% in
patients with (PPMC) and the devastating effect of it on their
children. It is precisely to avoid these unfortunate consequen-
ces that therapy should be considered. Maternal mortality
should be reduced or eliminated in these cases, avoiding the
effects of maternal loss in early childhood development.
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