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The term “syndemic” refers to synergistic health 
problems that affect the health of a population 
in its social and economic context. Coronavirus 
disease 2019 (COVID-19), indiced severe, acute 
respiratory syndrome Coronavirus 2 (SARS-
CoV-2), has become a global pandemic that is 
responsible for millions of deaths worldwide. 
High blood pressure is an important risk factor 
for cardiovascular disease and causes 7.5 million 
deaths per year (12.8% of all deaths annually). 
The global burden of disease study suggests that 
systolic blood pressure is accountable for the 
highest proportion of premature death, with 212 
million years lost1. 

Early benign case series did not indicate an excess 
of hypertension in people admitted to hospital 
with COVID-192. Some later data showed a higher 
case fatality in patients with hypertension although 
not related for age3. New evidence from medical 
records in England, suggests that hypertension is 
not associated with hospital mortality from COVID 
-19, hazard ratio (HR) 0.95, (95% CI 0.89-1.01). In
sensitivity analyses, self-diagnosed hypertension

was associated with a slightly higher risk (HR 1.07, 
95% CI 1.00-1.15)4.

Although some studies have concluded that 
hypertension could be a clinical predictor of 
severity5, the mechanism by which hypertension 
leads to an increased risk of COVID-19 is 
undoubtedly complex and may well be related 
to the underlying comorbidity. The prognosis for 
people with hypertension is markedly worse when 
COVID-19 infection is complicated by myocardial 
injury and in the presence of cardiovascular 
disease6. Target organ damage and cardiovascular 
events associated with poor blood pressure control 
increase with age. Therefore, it seems plausible 
that they may explain the observed associations 
between age, hypertension, and severity of COVID-
19 infection7.

Are antihypertensive medications a serious 
risk of COVID-19 disease?

From the beginning of the pandemic, many 
patients wondered whether they should 
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discontinue these treatments, and inevitably 
some will have. The concern was fueled by the 
recognition that coronavirus 2 enters cells by 
binding to a component of the renin-angiotensin 
system, particularly ACE2. High-quality, large-scale, 
case-controlled, observational cohort studies 
reported that chronic treatment with ACEIs or 
ARBs was not associated with an increased risk 
of becoming infected with SARS-CoV-2, or of being 
hospitalized or dying from COVID-198. However, 
it is well known that observational studies have 
important limitations.

The advent of randomized clinical trials (RCT) was 
very important. Cohen J et al.9 report the first results 
of an RCT (the REPLACE COVID trial) examining the 
impact of continuing or withdrawing chronic ACEI 
or ARB treatment in 152 hospitalized COVID-19 
patients at 20 international centers. This study 
showed that the results for patients previously 
treated with ACEIs or ARBs and hospitalized for 
COVID-19 were similar, regardless of whether 
treatment with renin-angiotensin system inhibitors 
was continued or suspended during their hospital 
admission. Further reassurance comes from the 
fact that the conclusions of this REPLACE COVID 
trial are broadly consistent with the results of an 
RCT previously presented in the BRACE CORONA 
study. All hypertensive patients can be confident 
that continuing their current medications is safe 
and desirable10.

Hypertension and COVID-19: 
What controversies remain?

The relationship between blood pressure level and 
SARS-CoV-2 susceptibility or outcome in COVID-19 
patients has not been sufficiently investigated, and 
the potential blood pressure target value in these 
patients is still unknown. 

The influence of blood pressure control on 
COVID-19: 

Determining the relationship between BP and 
COVID-19 outcome is not an easy task due to its 
high variability and dependence on comorbidities. 
Another point is chronic hypertension versus new-
onset hypertension in COVID-19: One of the main 
challenges in evaluating the relationship between 
hypertension and COVID-19 is the lack of data 
on the proportion of patients with hypertension 

before the hospitalization. The last controversy, 
is hypertension after COVID vaccination, although 
there is a single report of 9 cases of patients who 
presented post-vaccination hypertension, to date 
there is no reason for concern or for suspension 
of vaccination in hypertensive patients11.

This syndemic needs an immediate health 
response. Many countries will be facing the worst 
economic-health crisis in the last 3 centuries. We 
must seize this opportunity to learn and find 
solutions. Adequate knowledge and control of 
blood pressure, an outstanding debt, hand in 
hand with equal access to health, will surely help 
improve the health crisis.
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Hypertensive disorders affect up to 10% of 
pregnancies worldwide, being a major health 
problem for women and their infants and 
causing increased maternal and infant morbidity 
and mortality.1, 2 The alarming global number 
of deaths caused by preeclampsia or due to 
cardiovascular morbidities following pregnancy 
with preeclampsia is a result of the current lack 
of knowledge about its causes and the limited 
therapies to handle maternal blood pressure (BP) 
during such insults or in the postpartum period. 
Improving the identification and follow up of high-
risk pregnancies can also significantly contribute 
to prevent severe outcomes associated with the 
development of preeclampsia. 

The International Hypertension Society (ISH) 
recognizes these gaps and encourages a wide-
ranging discussion of key topics for advancing 
this field. In the 2021 edition of the ISH and 

European Society of Hypertension (ESH) joint 
meeting, international leaders in the field of 
hypertension in pregnancy presented their 
most recent contributions in discovering new 
mechanisms involved in preeclampsia-related 
placental dysfunction and in the study of emerging 
biomarkers of preeclampsia. 

The early onset of preeclampsia is mainly driven 
by abnormal trophoblast invasion and impaired 
arterial remodeling, leading to significant oxidative 
stress and exacerbated immune responses in 
the placenta.3-5 Dr. McClements has studied 
therapies using mesenchymal stem cells (MSC) 
originated from placentas of pregnancies with 
preeclampsia.6, 7 The potential of this cell therapy 
is justified by the fact that placentas are rich in 
MSC. These cells release extracellular vesicles 
(EV) containing mRNA, miRNAs and proteins 
that can alter different aspects of placentation, 
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