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Genetic liability between COVID-19 and pre-eclampsia/eclampsia: a Mendelian 
randomization study
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aDepartment of Public Health Response, Zhejiang Provincial Center for Disease Control and Prevention, Hangzhou, Zhejiang, China; 
bStomatology Hospital, School of Stomatology, Zhejiang University School of Medicine, Zhejiang Provincial Clinical Research Center for Oral 
Diseases, Key Laboratory of Oral Biomedical Research of Zhejiang Province, Cancer Center of Zhejiang University, Hangzhou, China

ABSTRACT
Objective: The aim of this study was to investigate the possible causal relationship between 
COVID-19 and the risk of pre-eclampsia/eclampsia using a Mendelian randomized (MR) design.
Methods: We estimated their genetic correlations and then performed two-sample Mendelian 
randomization analyses using pooled statistics from the COVID-19 susceptibility/hospitalization 
genome-wide association study and the pre-eclampsia/eclampsia datasets. The main analyses 
were performed using the inverse variance weighting method, supplemented by the weighted 
median method and the MR-Egger method.
Results: We identified a significant and positive genetic correlation between COVID-19 suscept-
ibility and pre-eclampsia/eclampsia [OR = 1.23 (1.01–1.51), p = 0.043]. Meanwhile, hospitalization 
of COVID-19 was significantly associated with a higher risk of pre-eclampsia/eclampsia [OR = 1.15 
(1.02–1.30), p = 0.024]. Consistently, hospitalization of COVID-19 were nominally associated with 
higher risk of pre-eclampsia [OR = 1.14, (1.01–1.30), p = 0.040]. The results were robust under all 
sensitivity analyses.
Conclusion: These results suggest that COVID-19 may increase the risk of pre-eclampsia/eclamp-
sia. Future development of preventive or therapeutic interventions should emphasize this to 
mitigate the complications of COVID-19.
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Introduction

Approximately three to five per cent of pregnancies are 
pre-eclampsia, which causes a minimum 42,000 mater-
nal fatalities on a yearly basis (1,2). Pre-eclampsia is 
characterized by the onset or progression of hyperten-
sion and proteinuria after 20 weeks of pregnancy (3). It 
may lead eclampsia, which manifests as seizures and 
can be life-threatening (4). The pathogenesis of pre- 
eclampsia is not fully understood yet. Several theories 

have been proposed, including placental ischemia and 
oxidative stress, endothelial dysfunction and excessive 
vascular inflammation (2). However, these theories 
have not been able to completely explain the pathogen-
esis of pre-eclampsia.

Research has indicated a correlation between the pre-
sence of periodontal disease or other infections during 
pregnancy and a heightened likelihood of developing pre- 
eclampsia (5,6). Infections lead to impaired maternal 
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blood flow, placental ischemia, and hypoxia. Then 
increased levels of inflammatory markers and endothelial 
dysfunction can trigger pre-eclampsia. COVID-19. The 
global pandemic in recent years has been caused by the 
viral respiratory illness transmitted by Severe Acute 
Respiratory Syndrome Corona Virus 2, known as SARS- 
CoV-2 (7). As a global health emergency, the number of 
cases and deaths has been on the rise (8). Pregnant 
women remain at risk of SARS-CoV-2 infection due to 
vaccine waning over time, immune escape due to viral 
variants, and weakened immune protection (9). Previous 
research showed a causal link between COVID-19 infec-
tion and an increased risk of hypertensive disorders dur-
ing pregnancy (10). However, the evidence regarding the 
association between COVID-19 and pre-eclampsia 
remains limited, previous study does not further classify 
the relationship between COVID-19 and pre-eclampsia. 
Existing research showed a causal relationship between 
COVID-19 infection and increased risk of pregnancy 
hypertension, but the evidence of COVID-19 and pre- 
eclampsia is still absent.

Previous studies that indicated the potential associa-
tion between pre-eclampsia and COVID-19, the rela-
tion of COVID-19 and pre-eclampsia/eclampsia has 
been reported by observational studies and meta- 
analyses have reported (9). Nevertheless, confounding 
variables may have influenced the studies, and causality 
cannot be established. Mendelian randomization (MR) 
is a technique for estimating the causal connection 
between risk factors and outcomes (11,12). It is less 
affected by confounders and reverse causality than tra-
ditional observational studies. Similar to randomized 
controlled trials (RCT), in which participants are 
assigned at random (13). Using the GWAS database, 
we analyzed the possible causal association of suscept-
ibility or hospitalization due to COVID-19 and pre- 
eclampsia or eclampsia through two-sample MR.

Materials and methods

Study design

Using a two-sample MR, we assessed COVID-19’s cau-
sation on pre-eclampsia or eclampsia risk. Data of 

COVID-19 infection, pre-eclampsia and eclampsia 
from the public published GWAS datasets were used. 
Ethical approval was not required for this study, as the 
data were previously published. Figure 1 illustrates the 
unbiased causal relationship and hypotheses generated 
by this MR analysis.

The central idea of Mendelian randomization is that 
the genotype of a genetic variant determines different 
intermediate phenotypes, and if the phenotype charac-
terizes an individual’s exposure, then an assessment of 
the association between genotype and disease should be 
able to model the effect of exposure on disease. 
Instrumental variables (IVs) are used to address endo-
geneity issues such as confounding, measurement bias 
and temporal confounding. Factors that can be used as 
instrumental variables must fulfil three conditions: (1) 
correlation: the IV must be robustly and strongly cor-
related with the exposure; (2) independence: the IV 
must be independent of confounders; and (3) exclusiv-
ity: the IV must affect the outcome only through the 
exposure. The SNPs associated with the corresponding 
phenotypes with statistical significance at the genome- 
wide level (p < 5 × 10−8) were identified as IVs. 
Independent inheritance (linkage disequilibrium r2 

<0.001, distance window 10,000 kb) was determined 
for the selected SNPs.

Data source

The GWAS data for COVID-19 were from the IEU 
open GWAS project (https://www.covid19hg.org/ 
about/). The two data sets of COVID-19 extracted 
from European Bioinformatics Institute (EBI) included 
1,299,010 and 1,887,658 European ancestry individuals, 
which were susceptibility and hospitalization, respec-
tively (Table 1). The phenotype on susceptibility con-
trasted patients who contracted COVID-19 to the 
controls. Infection in this case was denoted as having 
SARS-CoV-2 that was confirmed by digital medical 
information or patient self-reporting. The hospitaliza-
tion phenotype compares patients hospitalized with 
COVID-19 to a control group not hospitalized with 
COVID-19 or not carrying COVID-19.

Figure 1. Mendelian randomization assumptions. We selected SNPs associated with COVID-19 and estimated the corresponding 
effects of these SNPs based on the risk of pre-eclampsia/eclampsia obtained from European populations.
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The genetic data of pre-eclampsia and eclampsia 
were extracted from the IEU open GWAS project 
(https://r8.risteys.finngen.fi/). It was obtained from 
FinnGen of university of Helsinki which comprised 
a total of 118,638 and 118,291 samples with European 
ancestry (Table 1). The pre-eclampsia and eclampsia 
diagnosis was established based on the International 
Classification of Diseases (ICD-10 O11, O14, O15).

Statistical analysis

We utilized principal analysis with the inverse-variance 
weighted (IVW) approach to analysis COVID-19’s rela-
tionship with eclampsia. This was performed through 
coefficient regression based on a genetic variant out-
come against variant exposure, then applying 
weightages on estimate using the instrument-outcome 
association’s inverse variances (14). In addition, the 
median weighted estimate (MME) was also conducted 
for the results’ stability and reliability. To mitigate 
horizontal pleiotropy, instrumental variables that were 
outliers as determined by MR-PRESSO outlier test were 
eliminated. Examining the heterogeneity of the indivi-
dual causation using Cochran’s Q. Using MR-Egger, 
effect due to pleiotropy was further investigated. 
A leave-one-out analysis on sensitivity was likewise 
conducted. All analyses were performed by R 4.2.1 
with “TwoSampleMR” and “MRPRESSO” packages.

Results

Mendelian randomization analyses for COVID-19

We utilized MR-Egger, IVW, and weighted median 
regression to approximate the genetically projected 
COVID-19’s causation on pre-eclampsia or eclampsia. 
Each genetic instrument’s association with COVID-19 

was illustrated in Supplement Table 1 –4. The two 
GWAS datasets for pre-eclampsia/eclampsia present the 
approximate results. The gene predicted a significant 
positive association between COVID-19 susceptibility 
and pre-eclampsia or eclampsia [OR = 1.23 (1.01–1.51), 
p = 0.043]. COVID-19 hospitalization was associated 
positively with pre-eclampsia and eclampsia risk [finn- 
b-O15_PRE_OR_ECLAMPSIA: OR = 1.15 (1.02–1.30), 
p = 0.024; finn-b-O15_PREECLAMPSIA, OR = 1.14 
(1.01–1.30), p = 0.040]. While no significant association 
between COVID-19 susceptibility and pre-eclampsia 
(Table 2).

The outcomes of MR-PRESSO analysis revealed no 
SNPs that were anomalous. The weighted median 
analysis (Table 2) produces OR estimates that are 
similar in direction to conventional MR analysis 
(IVW) but are less precise. Figure 2 demonstrates 
that MR-Egger analysis revealed no significant 
causality.

Analysis of horizontal pleiotropy

We performed extensive sensitivity analyses to vali-
date the causal association between COVID-19 and 
the risk of pre-eclampsia/eclampsia (Table 3). The 
Cochran’s Q test was not identify heterogeneity in 
effect across IVs. The funnel plot shows the Wald 
ratios for each SNP, where asymmetry indicates hor-
izontal pleiotropy. Due to fewer IVs, it was difficult 
to assess horizontal pleiotropy using funnel plots 
(Supplemental Figure 1). As a result, we conducted 
additional analyses utilizing the MR Egger intercept 
and found no directional pleiotropy proof in this 
research (p > 0.05). Furthermore, the MR-PRESSO 
analysis did not identify any potential instrumental 
outliers (p > 0.05).

Table 2. Effects of COVID-19 on the risk of pre-eclampsia/eclampsia in pregnancy by IVW and weighted median methods.

IVWa Weighted median

Exposure trait Outcome trait N of IVs OR (95%CI) p value OR (95%CI) p value

COVID-19 susceptibility pre-eclampsia or eclampsia 5 1.23 (1.01–1.51) 0.043 1.29 (1.01–1.64) 0.038
pre-eclampsia 5 1.22 (0.99–1.51) 0.065 1.25 (0.97–1.62) 0.085

COVID-19 hospitalization pre-eclampsia or eclampsia 5 1.15 (1.02–1.30) 0.024 1.16 (1.01–1.34) 0.044
pre-eclampsia 5 1.14 (1.01–1.30) 0.040 1.15 (0.98–1.33) 0.078

aInverse-variance weighted. 

Table 1. Data source and profiles.
GWAS IDa Trait Numbers of cases/controls Number of SNPsb

ebi-a-GCST010776 COVID-19 (RELEASE 4) 14,134/1,284,876 11,435,708
ebi-a-GCST011081 COVID-19 (hospitalized vs population) RELEASE 5 9,986/1,877,672 8,107,040
finn-b-O15_PRE_OR_ECLAMPSIA pre-eclampsia or eclampsia 3,903/114,735 16,379,723
finn-b-O15_PREECLAMPS pre-eclampsia 3,556/114,735 16,379,671

aGenome wide association study. 
bSingle nucleotide polymorphisms. 
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Effects of individual genetic instruments in relation 
to hypertension disorders in pregnancy

We likewise conducted leave-one-out investigation to 
determine how each SNP affected the estimate of the 
general effect. When we disregarded each SNP and did 
the MR analysis again, the estimated causal effects were 
not significantly different (Supplemental Figure 2). 
Therefore, no single genetic tool can account for the 
estimated effect.

Discussion

Mendelian randomization analysis has been employed 
in studies to investigate the association between 
COVID-19 and various diseases, including cardiovas-
cular disease, cancer, neurodegenerative disorders, 
among others (15–17). A previous two-sample MR 
study found that genetic predisposition to COVID-19 
may increase the risk of hypertension disorders in 
pregnancy (10), and our study indicated a stronger 
association between COVID-19 susceptibility and pre- 
eclampsia/eclampsia. Our study found the association 

between COVID-19 susceptibility, hospitalization, and 
pre-eclampsia/eclampsia. We identified the associations 
between these conditions and several related SNPs 
(Supplemental Table 1-4). One of the SNPs, rs505922, 
was significantly associated with severe and hospita-
lized cases of COVID-19 (18), and a meta-analysis 
also revealed its relation with cerebrovascular diseases 
(19). In addition, the other SNPs (rs12482060, 
rs13050728, rs2109069, rs2277732, rs2660, rs34326463, 
rs35081325, and rs73062389) were found linked to 
COVID-19 infection, susceptibility, or critical illness 
(17,20–22). These findings may potentially lead to 
improved risk assessment, preventive measures, and 
therapeutic strategies for pregnant women.

According to previous observational studies, preg-
nant women with COVID-19 have a higher odds of 
pre-eclampsia, with ORs ranging from 1.22 to 3.43 
across different countries and regions (23–28). 
Furthermore, a multi-study, large-sample meta- 
analysis on SARS-CoV-2 infection during pregnancy 
and risk of pre-eclampsia, including 28 studies and 
790,954 subjects showed that the prevalence of pre- 
eclampsia in pregnant women with COVID-19 was 

Figure 2. Forest plot to visualize causal effect of each single SNP on the risk. Results from the MR analysis to evaluate causal role of: 
(a) COVID-19 susceptibility and pre-eclampsia or eclampsia; (b) COVID-19 susceptibility and pre-eclampsia; (c) COVID-19 hospitaliza-
tion and pre-eclampsia or eclampsia; (d) COVID-19 hospitalization and pre-eclampsia.

Table 3. Heterogeneity and horizontal pleiotropy analyses between COVID-19 and pre-eclampsia/eclampsia.

Heterogeneity Horizontal pleiotropy

Exposure trait Outcome trait IVW Q p value Egger intercept p value MR-PRESSO p value

COVID-19 susceptibility pre-eclampsia or eclampsia 3.400 0.493 0.010 0.773 0.619
pre-eclampsia 2.482 0.648 0.017 0.630 0.752

COVID-19 hospitalization pre-eclampsia or eclampsia 0.792 0.940 −0.005 0.821 0.962
pre-eclampsia 0.928 0.921 −0.002 0.953 0.947
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1.58 times higher than in those without COVID-19 
(29). However, one study has results inconsistent with 
the above, no significant association was found between 
them, perhaps due to the small sample size as seven 
samples (30).

In addition, we hypothesized a possible dose– 
response association between COVID-19 severity 
and the pre-eclampsia and eclampsia development 
risk. A few studies assessed the association between 
COVID-19 severity and pre-eclampsia also validated 
our results (31–33). Pregnant women with severe 
COVID-19 have five-times higher pre-eclampsia 
risk compared to patients without symptoms, 
according to a study by Lai et al. In addition, at- 
least moderate COVID-19 infection was associated 
with a 3,3-fold increased risk of pre-eclampsia com-
pared to at-most mild infections (34). Besides, cur-
rent evidences have reported COVID-19 vaccination 
in pregnant can contribute to the prevention of 
adverse outcomes such as stillbirth and preterm 
birth (35,36). While some research found no signifi-
cant difference in the occurrence of pre-eclampsia 
between COVID-19 vaccination and the control 
group (37,38).

There were some speculations about the mechanism 
of SARS-CoV-2 infection and pre-eclampsia. The circu-
lating renin-angiotensin systems (RASs) upon pregnancy 
regulate fluid volume and blood pressure (39). 
Angiotensin-converting enzyme 2 (ACE2), a key com-
ponent of the RAS, primarily mediates the conversion of 
angiotensin II (Ang II) to angiotensin-(1-7) [A ng(1–7)]. 
Ang II can induce vasoconstrictor, oxidative stress and 
inflammation. A ng-(1-7) has opposite effects against it 
(40). ACE2 is also a receptor for SARS-CoV-2. After 
they bind on the cell membrane, SARS-CoV-2 will 
invade the ACE2 binding site or cause ACE2 to fall off 
(41). This would decreasing the local metabolism of Ang 
II to Ang-(1-7), which causes inflammation, hyperten-
sion, and coagulopathies (42). This is consistent with 
a pathological explanation of pre-eclampsia (43). 
A silico study of NCBI-GEO revealed that SARS-CoV 
-2’s receptors for entry expressed in placenta. Various 
proteins interacting with COVID-19 are indispensable 
for placental functions like syncytium formation, differ-
entiation, implantation, and trophoblast invasion and 
migration. This is consistent with the pathology states 
of pre-eclampsia (44).

The main strength of the study is that MR analysis 
is generally less affected by confounding factors. In 
addition, multiple statistical methods were employed 
to corroborate the consistency of the results, and 
a parallel sensitivity analysis was conducted to validate 
the validity of our findings (45). The study has several 

limitations. Our findings are primarily based on 
European populations, preventing us from generaliz-
ing them to other ethnic groupings. Second, the sus-
ceptibility and hospitalization phenotypes of COVID- 
19 May be affected by a number of factors, such as 
medical conditions in each country, that were not 
taken into consideration in the MR analysis. Third, 
the samples comprising the COVID-19 data sets were 
collected before April 2020 and therefore do not 
include recent waves and variants of SARS-CoV-2 
infections.

To validate these findings, further clinical data and 
a comprehensive study of the possible causal mechan-
ism are required.

Highlights

● Used Mendelian randomization to probe COVID- 
19’s effect on pre-eclampsia/eclampsia.

● Employed data from EBI and FinnGen for analysis.
● COVID-19 susceptibility/hospitalization increases 

pre-eclampsia/eclampsia risk by approximately 
20%.
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