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TO THE EDITOR

Targeted Therapy 
for Hypertension 
in Pregnancy
Hemodynamics as a Therapeutic Compass

We commend Leonard et al 1 for conducting a large 
target trial emulation in a real-world setting to 
assess the effectiveness and safety of labetalol and 
nifedipine for treating chronic hypertension during 
pregnancy. The study’s robust methodology and 
statistical rigor support the credibility of its findings 
based on available data. The authors correctly note 
that both medications are vasodilators, with labetalol 
also reducing cardiac output.

However, we would like to highlight an important 
clinical consideration. Previous research has shown 
that hypertensive disorders in pregnancy are not 
homogeneous; distinct hemodynamic subtypes exist, 
such as resistance-dominant and flow-dominant 
profiles. 2 A recent meta-analysis on antihyperten-
sive use in pregnancy did not account for these 
subtypes, 3 perpetuating a one-size-fits-all approach 
and limiting the potential for targeted, personalized 
treatment. Yet, hemodynamic-guided therapy has 
led to faster and more effective blood pressure 
control compared to random treatment. 4 In women 
with a history of preeclampsia, the recurrence 
rate was reduced by 45% with targeted pharmaco-
therapy compared with randomly selected 
antihypertensives. 5

In their study, Leonard et al 1 focused on pregnant 
individuals with chronic hypertension who initiated 
treatment before 20 weeks’ gestation. This cohort 
differs from the broader population at risk for hy-
pertensive disorders in pregnancy, including pa-
tients without pre-existing hypertension but with 
elevated cardiovascular risk who may develop 
complications such as (pre)eclampsia or fetal growth

restriction, which numerically far exceeds chronic 
hypertension in pregnancy. Additionally, we ques-
tion whether differences in low-dose aspirin use 
between treatment groups may have influenced 
adverse outcomes.

In summary, we believe that without considering 
hemodynamic subtypes, studies on antihypertensive 
therapy in pregnancy ignore the critical dimension of 
individualized care. We agree with the authors that 
“selection of the medication should consider potential 
side effects, differences in regimen, and access,” but 
we would add that the patient’s hemodynamic profile 
should also be a key factor. We encourage the authors 
and other researchers to incorporate underlying 
pathophysiological mechanisms into study designs 
and data collection. In the meantime, it would also be 
valuable to understand how clinicians in the United 
States currently choose between antihypertensive 
agents during pregnancy and whether assessing a 
patient’s hemodynamic subtype is a feasible and 
implementable strategy in clinical practice.
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