
Medicinski Glasnik, Volume 11, Number 1, February 2014

246

LETTER TO ThE EDITOR
Necessity of antihypertensive therapy 
with alpha-methyldopa for pregnant 
women with hypertensive disorders after 
36 weeks of gestation
Daigaku Kamibayashi, Koji Nishijima, Ikuko uchi-
nami, Jin Takahashi, hideaki Tsuyoshi, Kumiko 
Sato, Makoto Orisaka, Yoshio Yoshida
Department of Obstetrics and Gynecology, Faculty of Medical 

Sciences, University of Fukui, Matsuoka, Japan

Corresponding author: Koji Nishijima; Department of Obstetrics 

and Gynecology, Faculty of Medical Sciences, University of Fu-

kui; Matsuoka, Eiheiji-cho, Yoshida-gun, Fukui 910-1193, Japan

Phone: +81 776 61 3111; fax: +81 776 61 8117; E-mail: 

kojigyne@u-fukui.ac.jp

Original submission: 24 September 2013; Accepted: 07 

October 2013.

Med Glas (Zenica) 2014; 11(1):246-247

Dear Editor,
We read with interest the article by Muračević et al. 
regarding the effect of alpha-methyldopa on um-
bilical artery Doppler findings in pregnant women 
with hypertensive disorders (1). The authors des-
cribed that there were no changes in fetal umbilical 
artery Doppler velocimetry in singleton pregnant 
women with hypertensive disorders between 36 
and 40 weeks of gestation. However, even in consi-
deration of circumstances in various countries, the 
use of antihypertensive agents after 36 gestational 
weeks is less beneficial to pregnant women with 
hypertensive disorders (2–5). We wish to discu-
ss the usefulness or necessity of antihypertensive 
drugs for pregnant women depending on the se-
verity of the hypertensive disease (≥36 gestational 
weeks). Further, we present the case of a pregnant 
woman with severe preeclampsia, where in chan-
ges in maternal blood pressure (BP) during anti-
hypertensive drug therapy was rapidly reflected on 
fetal umbilical artery Doppler velocimetry.
Sibai reported that expectant management of wo-
men with severe preeclampsia occurring at <32 
gestational weeks may improve new-born outco-
mes but requires careful in-hospital maternal and 
fetal surveillance (2). Because severe preeclamp-
sia is associated with increased rates of maternal 
morbidity and mortality, and with significant risks 
for the fetus (growth restriction, hypoxemia, and 

death), there is a universal agreement that all such 
patients should deliver if the disease develops af-
ter 34 gestational weeks; patients with gestational 
ages of 33–34 weeks are administered corticoste-
roids and then deliver after 48 hours (2). In additi-
on, Vigil-De Gracia et al. have recently shown that 
expectant management of severe preeclampsia 
after treatment with corticosteroids in women at 
28 to 33 weeks of pregnancy is ineffective in re-
ducing perinatal mortality and morbidities, even in 
developing countries with limited health resources 
(3). They also concluded that severe preeclamp-
sia occurring after 28 weeks of pregnancy should 
be managed with prompt delivery after corticoid 
administration (3). Therefore, in conclusion, we 
do not agree with the use of antihypertensive drug 
therapies for pregnant women with severe preec-
lampsia after 36 weeks of gestation.
National hypertension societies in the US and 
Canada have listed methyldopa, labetalol, and 
long-acting nifedipine as acceptable oral anti-
hypertensive agents when drug therapy is requ-
ired in pregnant women with mild-to-moderate 
hypertension (4). However, there is no clear con-
sensus on the management of non-severe hyper-
tension during pregnancy for optimizing pre-
gnancy outcomes (4). Furthermore, the review of 
46 trials involving 4282 women did not provide 
enough evidence to show the benefit of anti-
hypertensive drugs for mild-to-moderate hyper-
tension during pregnancy (5). Abalos concluded 
that it remains unclear whether antihypertensive 
drug therapy for mild-to-moderate hypertension 
during pregnancy is worthwhile (5). The use of 
antihypertensive agents in pregnant women with 
mild-to-moderate hypertension may not be fea-
sible, especially after 36 weeks’ gestation (4,5).
We present the case of a pregnant woman with 
severe preeclampsia. A 38-year-old pregnant 
woman with severe hypertension (BP, 190/110 
mmHg) and severe proteinuria (urinary protein, 
8.2 g/day) was referred to our facility at 23 ge-
stational weeks; hydralazine hydrochloride and 
magnesium sulphate combination therapy was 
immediately initiated. No abnormalities were 
observed on fetal umbilical artery Doppler velo-
cimetry when the patient’s blood pressure (BP) 
decreased to 150/88 mmHg. However, when the 
patient’s BP further declined to 120/80 mmHg, 
the diastolic umbilical blood flow became absent. 
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Upon discontinuation of hydralazine therapy, the 
BP was restored to 150/100 mmHg, and fetal di-
astolic umbilical blood flow promptly improved.
The use of hydralazine or labetalol is recom-
mended in the expectant management of women 
with severe preeclampsia before 32 gestational 
weeks, because these drugs are not related to 
any significant changes in fetal Doppler findings; 
therefore, drugs such as alpha-methyldopa (1,4) 
are considered safe (2,6). Nevertheless, in the 
present case, the effect of hydralazine on mater-
nal BP was reflected directly on fetal umbilical 
artery Doppler velocimetry. The use of hydrala-
zine does not always appear safe for the fetus in 
patients with severe preeclampsia, where in the 
regulatory mechanism of uteroplacental and feto-
placental circulation is insufficient. 
In conclusion, although we are academically in-
terested in the effect of antihypertensive agents 
on umbilical artery Doppler findings in pregnant 
women with hypertensive disorders, the use of 
these drugs, including alpha-methyldopa, after 36 
gestational weeks is not practical. Because the use 
of antihypertensive agents (including hydralazine, 
labetalol, or alpha-methyldopa) is not always safe 
for the fetus, careful attention is needed when ad-
ministering those drugs to pregnant women.
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