EDITORIAL

Individualize the duration of postpartum
magnesium treatment for patients

with preeclampsia to best balance

the benefits and harms of treatment

Magnesium treatment reduces the risk of seizure in patients with preeclampsia.
However, prolonged postpartum magnesium infusion may cause harm, including
a delay in early ambulation, return to full diet, discontinuation of a bladder
catheter, and initiation of breastfeeding.
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reeclampsia complicates 3%
P to 8% of pregnancies.'* The

incidence of preeclampsia
is influenced by the clinical charac-
teristics of the pregnant population,
including the prevalence of over-
weight, obesity, chronic hyperten-
sion, diabetes, nulliparity, advanced
maternal age, multiple gestations,
kidney disease, and a history of pre-
eclampsia in a prior pregnancy.*

Magnesium treatment
reduces the rate of
eclampsia among
patients with
preeclampsia

For patients with preeclampsia,
magnesium treatment reduces the
risk of seizure. In the Magpie trial,
9,992 pregnant patients were treated
for 24 hours with magnesium or pla-
cebo.® The magnesium treatment
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regimen was either a 4-g IV bolus
over 10 to 15 minutes followed by a
continuous infusion of 1 g/hr or an
intramuscular regimen (10-g intra-
muscular loading dose followed by
5 g IM every 4 hours). Eclamptic sei-
zures occurred in 0.8% and 1.9% of
patients treated with magnesium or
placebo, respectively (relative risk
[RR], 0.42; 95% confidence interval
[CI], 0.29 to 0.60). Among patients
with a multiple gestation, the rate
of eclampsia was 2% and 6% in the
patients treated with magnesium or
placebo, respectively. The number of
patients who needed to be treated to
prevent one eclamptic event was 63
and 109 for patients with preeclamp-
sia with and without severe features,
respectively. Intrapartum treatment
with magnesium also reduced the
risk of placental abruption from 3.2%
for the patients receiving placebo to
2.0% among the patients treated with
magnesium (RR, 0.67; 99% CI, 0.45-
0.89). Maternal death was reduced
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with magnesium treatment com-
pared with placebo (0.2% vs 0.4%),
but the difference was not statisti-
cally significant.

In the Magpie trial, side effects
were reported by 24% and 5% of
patients treated with magnesium
and placebo, respectively. The most
common side effects were flush-
ing, nausea, vomiting, and muscle
weakness. Of note, magnesium treat-
ment is contraindicated in patients
with myasthenia gravis because it
can cause muscle weakness and
hypoventilation.® For patients with
preeclampsia and myasthenia gra-
vis, levetiracetam may be utilized to
reduce the risk of seizure.®

Duration of postpartum
magnesium treatment
There are no studies with a sufficient
number of participants to definitively
determine the optimal duration of
postpartum magnesium therapy. A
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TABLE Postpartum seizures among patients with preeclampsia treated with no
postpartum magnesium,’® a short course of 6 or 12 hours of postpartum magnesium,'>-'4

or 24 hours of postpartum magnesium'%-°

No. of participants

Duration of
postpartum

Clinical diagnosis

No. of eclamptic
seizures among

Study included in study data of participants magnesium infusion all participants
Ehrenberg, 2006'° 196 PET without 12 vs 24 hours No seizures
severe features
Maia, 2014" 112 PET with 12 vs 24 hours No seizures
severe features
Anjum, 2016 119 PET with 6 vs 24 hours No seizures
severe features
El-Khayat, 2016 160 PET with 12 vs 24 hours 1 seizure in group
: severe features receiving 12 hours
of treatment; no
seizures in 24-hour
treatment group
Vigil-DeGracia, 284 PET with 6 vs 24 hours No seizures
2017 : severe features
Vigil-DeGracia, 1,113 PET with ‘ No postpartum ‘ 2 seizures in group
2018 severe features i magnesium vs 24 hours |  with no postpartum

¢ of magnesium treatment :

magnesium; 1 seizure in
group receiving
24 hours of treatment

properly powered study would likely
require more than 16,000 to 20,000 par-
ticipants to identify clinically meaning-
ful differences in the rate of postpartum
eclampsia among patients treated with
magnesium for 12 or 24 hours.”® It is
unlikely that such a study will be com-
pleted. Hence, the duration of post-
partum magnesium must be based
on clinical judgment, balancing the
risks and benefits of treatment.

The American College of Obste-
tricians and Gynecologists (ACOG)
recommends continuing magnesium
treatment for 24 hours postpartum.
They advise, “For patients requiring
cesarean delivery (before the onset
of labor), the infusion should ideally
begin before surgery and continue
during surgery, as well as 24 hours
afterwards. For patients who deliver
vaginally, the infusion should con-
tinue for 24 hours after delivery.”®

Multiple randomized trials have
reported on the outcomes associated
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with 12 hours versus 24 hours of post-
partum magnesium therapy (TABLE).
Because the rate of postpartum eclamp-
tic seizure is very low, none of the stud-
ies were sufficiently powered to provide
a definitive answer to the benefits and
harms of the shorter versus longer time
frame of magnesium therapy.'**®

The harms of prolonged
postpartum magnesium
infusion

The harms of prolonging treatment
with postpartum magnesium infu-
sion are generally not emphasized in
the medical literature. However, side
effects that can occur are flushing, nau-
sea, vomiting, and muscle weakness,
delayed early ambulation, delayed
return to full diet, delayed discontinua-
tion of a bladder catheter, and delayed
initiation of breastfeeding.>'> In one
large clinical trial, 1,113 patients with
preeclampsia with severe features who
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received intrapartum magnesium for
>8 hours were randomized after birth
to immediate discontinuation of mag-
nesium or continuation of magnesium
for 24 hours.” There was 1 seizure in the
group of 555 patients who received 24
hours of postpartum magnesium and
2 seizures in the group of 558 patients
who received no magnesium after
birth. In this trial, continuation of mag-
nesium postpartum resulted in delayed
initiation of breastfeeding and delayed
ambulation.’

Balancing the benefits
and harms of postpartum
magnesium infusion

An important clinical point is that
magnesium treatment will not pre-
vent all seizures associated with
preeclampsia; in the Magpie trial,
among the 5,055 patients with pre-
eclampsia treated with magne-
sium there were 40 (0.8%) seizures.’®
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Magnesium treatment will reduce
but not eliminate the risk of seizure.
Clinicians should have a plan to treat
seizures that occur while a woman is
being treated with magnesium.

In the absence of high-quality data
to guide the duration of postpartum
magnesium therapy it is best to use
clinical parameters to balance the ben-
efits and harms of postpartum magne-
sium treatment.'s'® Patients may want
to participate in the decision about the
duration of postpartum magnesium
treatment after receiving counseling
about the benefits and harms.

For patients with preeclampsia
without severe features, many clini-
cians are no longer ordering intra-
partum magnesium for prevention of
seizures because they believe the risk
of seizure in patients without severe
disease is very low. Hence, these
patients will not receive postpartum
magnesium treatment unless they
evolve to preeclampsia with severe
features or develop a “red flag” warn-
ing postpartum (see below).

For patients with preeclampsia
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