
Annals of Clinical and Analytical Medicine 672

Annals of Clinical and Analytical Medicine
Original Research

Berna Asır1, Berrin Göktug Kadıoglu1, Eda Bingül1, Selvihan Tapanoglu Karaca1, Sibel Tekgündüz1, Ayse Nur Aksoy1, Hava Ozkan2

1 Department of Obstetrics and Gynecology, University of Health Sciences, Erzurum Regional Training and Research Hospital
2 Department of Midwifery , Faculty of Health Science, Ataturk University, Erzurum, Turkey

Coronavirus  infection during pregnancy

The effect of coronavirus infection (COVID19) on fetomaternal blood flow at term

DOI: 10.4328/ACAM.21420   Received: 2022-09-28   Accepted: 2023-04-29   Published Online: 2023-06-11   Printed: 2023-08-01   Ann Clin Anal Med 2023;14(8):672-675   	
Corresponding Author: Hava Ozkan, Department of Midwifery, Faculty of Health Science, Ataturk University, Erzurum, Turkey.    
E-mail: havaoran@atauni.edu.tr   P: +90 532 330 00 36  
Corresponding Author ORCID ID: https://orcid.org/0000-0001-7314-0934    
This study was approved by the Ethics Committee of University of Health Sciences, Erzurum Regional Training and Research Hospital (Date: 2021-03-01, No: 2021/05-115)

Abstract
Aim: The aim of this study is to evaluate maternal and fetal blood flow parameters of term pregnant women who had recovered from COVID-19 during 
pregnancy.
Material and Methods: The study was conducted on 100 term pregnant women followed at the Department of Obstetrics and Gynecology, University of Health 
Sciences, Erzurum Regional Training and Research Hospital, Erzurum, Turkey. All of these pregnant women agreed to participate in the study. Two groups were 
formed. Patients with a term pregnancy who had a positive reverse transcription-polymerase chain reaction for severe acute respiratory syndrome coronavirus 
2 (SARS-CoV-2) infection at any week of pregnancy, who later recovered, were included in the study group (Group 1). The control group (Group 2) consisted 
of 50 healthy term pregnant women. Smokers, alcohol users, multiple pregnancies, complicated pregnancies (such as preeclampsia, fetal malformation, 
gestational diabetes, placenta previa), and those with a pregnancy below 37 weeks were not included. First, a routine ultrasound examination was performed 
on all pregnant women. Then, the umbilical artery, uterine artery, and middle cerebral artery pulsatility index (PI), resistance index (RI), and systole/diastole 
ratios (S/D) were recorded using Doppler ultrasonography. Obtained data and results were compared between groups using the independent T-test. 
Results: Demographic characteristics of the groups were similar. There was no difference between the groups in terms of maternal and fetal blood flow 
parameters. 
Discussion: In this current study, fetal and maternal blood flow parameters of term pregnant women who recovered and did not have coronavirus infection 
during pregnancy were compared. The uterine, umbilical and mid cerebral artery blood flow parameters of the participants were observed to be similar. 
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Introduction
After  the World Health Organization declared COVID-19 a 
pandemic, various studies were carried out, especially its 
effect on pregnant women and fetuses [1-4]. The virus, which 
infected more than 529 million people all over the world, caused 
the death of more than 6 million people [2]. Naturally, it also 
affected pregnant women [3]. Although frequency of vertical 
transmission the disease to the fetus has not been determined, 
it has been determined to cause severe acute respiratory failure 
and  adversely affect fetal perfusion  [4], Although there were 
high concerns about the effect on the fetus at the beginning 
of the pandemic, it has been determined that fetal side effects 
were not so much with increasing clinical experience [5].
Doppler ultrasound detects changes in circulating blood flow 
patterns.  Risky conditions for the fetus may be detected via 
fetal Doppler ultrasound and it has been reported to be effective 
to evaluate high-risk pregnancies [6]. Umbilical artery (UA) 
Doppler is accepted as an important surveillance tool in fetal 
growth retardation [7]. In chronic hypoxia, cerebral vasodilation 
occurs; cerebral diastolic flow increases, and Doppler indexes of 
the Middle cerebral artery (MCA) decrease to protect the brain 
[8]. Researchers reported that the MCA Doppler may be a good 
tool for detecting risky fetuses [9]. Uterine artery (UtA) Doppler 
velocimetry evaluation is a non-invasive approach that reflects 
the degree of placental perfusion. It reflects the remodeling 
of the incomplete spiral arteries, which is responsible for 
preeclampsia [10].  UtA Doppler parameters have been reported 
to be associated with  maternal cardiovascular function [11].
One of the most important purposes of prenatal Doppler 
ultrasonography is to detect fetuses with a high risk for perinatal 
morbidity and mortality. The aim of the study is to evaluate 
the maternal and fetal blood flow parameters of term pregnant 
women who recovered from COVID-19 during pregnancy, to 
investigate the effects of COVID-19 infection during pregnancy 
on these parameters and to reveal the negative effects if any.

Material and Methods
For this prospective case-control study, permission was 
obtained from the Ethics Committee of the University of 
Health Sciences, Erzurum Regional Training and Research 
Hospital (No: 2021/05-115). The study was carried out with 
100 pregnant women aged 20-40 years who were followed up 
at the Obstetrics and Gynecology Clinic, University of Health 
Sciences, Erzurum Regional Training and Research Hospital, 
Erzurum, Turkey. All pregnant women agreed to participate in 
the study and signed informed consent was obtained from all 
participants. Two groups were formed (n=50  in each group). 
Patients with a term pregnancy who had a positive reverse 
transcription-polymerase chain reaction in nasopharyngeal 
and oropharyngeal samples for severe acute respiratory 
syndrome coronavirus 2 (SARS-CoV-2) infection in any week 
of pregnancy, who later recovered, were included in the study 
group (Group 1). The control group (Group 2) consisted of 50 
healthy term pregnant women. Smokers, alcohol users, multiple 
pregnancies, complicated pregnancies (such as preeclampsia, 
fetal malformation, gestational diabetes, placenta previa), and 
those with a pregnancy below 37 weeks were not included 
in the study.  Age, weight, height, gravida, parity, vital signs, 

biochemical analysis results, gestational week, and pregnancy 
week of the participants who recovered from COVID-19  were 
recorded. Fetal ultrasound examination was performed by 
two obstetricians (A.N.A and B.A.) transabdominally using the 
LOGIQ F8 expert GE Healthcare ultrasound system (with a 
3.5 M-Hz convex probe). Measurements were made when the 
fetus was immobile and there were no uterine contractions. 
Routine ultrasonography examination was performed on all 
pregnant women using Hadlock formula [12]. The amniotic fluid 
index value and biometric measurements, including biparietal 
diameter, abdominal circumference, and femur length were 
recorded. Then, the pulsatility index (PI), resistance index (RI), and 
systole/diastole ratios (S/D) of the umbilical, uterine, and middle 
cerebral arteries were recorded with Doppler Ultrasonography.  
The UtA was visualized distal to the area where the iliac artery 
is on both sides. The UA was examined over the free loop of 
the umbilical cord and MCA was visualized in the transverse 
axial position of the fetal head. All flow measures were made 
according to color Doppler Ultrasonography standard protocol 
[13,14].
Statistical analysis 
Statistical analysis was performed using the Statistical 
Package for the Social Sciences (SPSS.22; IBM SPSS Statistics 
for Windows, Version 22.0). Data were shown as means ± error 
standards or numbers. The normality of variables was tested 
with the Kolmogorov-Smirnov test. Flow parameters between 
groups were compared using the Independent T-test. Pearson’s 
correlation analysis was performed to investigate the correlation 
between the gestational week of coronavirus infection and 
Doppler parameters. P-value <0.05 was considered statistically 
significant. 
Ethical Approval
Ethics Committee approval for the study was obtained.

Results
During the study period, 80 pregnant women were diagnosed 
with COVID-19 and completed the quarantine process. 
Twenty patients had comorbidities such as diabetes, chronic 
hypertension, and high body mass index, and 60 patients met 
inclusion criteria. Fifty pregnant women agreed to participate 
in the study. Eventually, the data of 50 participants for the study 

Table 1. Comparison of groups in terms of demographic 
characteristics.

Group 1 (n=50) Group 2 (n=50) P-value

Age (years) 29.47 ± 4.23 29.80 ± 4.92 0.719

Height (cm) 163.10 ± 4.65 162.96 ± 5.39 0.891

Weight (kg) 75.99 ± 9.20 75.76 ± 9.87 0.904

Gestational week 37.73 ± 0.69 37.74 ± 0.85 0.925

Gravidity 2.14 ± 1.00 2.32 ± 1.47 0.468

Mean arterial pressure (mmHg) 83.50 ± 4.48 82.20 ± 3.36 0.101

Heart rate (bpm) 83.71 ± 3.18 84.52 ± 3.17 0.201

Weight gain during pregnancy 9.77 ± 3.44 10.68 ± 3.60 0.200

Amniotic fluid index 74.12 ± 12.95 71.10 ± 16.60 0.310

Estimated fetal weight (gram) 2632.72 ± 552.56 2735.52 ± 600.22 0.375

Group 1: Patients who had COVID-19 infection during pregnancy 
Group 2: Patients who have not been infected with COVID-19 during pregnancy
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group were analyzed. Fifty term pregnant women with similar 
demographic characteristics, who did not have COVID-19 
during pregnancy, were matched as the control group. The 
demographic characteristics of the groups were similar (Table 
1). 
The ages of the pregnant women were between 20-40 years. 
Among women who were positive for SARS CoV-2, 10 (20%) 
were asymptomatic and 40 (80%) were symptomatic, all 
of whom had mild clinical manifestations, including cough, 
anosmia, fever, diarrhea, runny nose, nasal congestion, and 
fatigue. None of the patients required intensive care and 
steroid treatment. There was no difference between the groups 
in terms of maternal and fetal blood flow parameters (Table 2). 
No correlation was observed between study parameters.

Discussion
Fetal Doppler ultrasonography is a very common tool to detect 
fetal well-being in the last trimester. Doppler measurements 
are used in case of fetal growth restriction and the follow-up of 
high-risk pregnancies [15]. Differences between peak systolic 
and end-diastolic flow rates in each cardiac cycle indicate 
reverse flow caused by vascular resistance [16].  Researchers 
suggested that maternal COVID-19 may affect the oxygen 
supply of the fetus, leading to placental insufficiency, IUGR, 
fetal distress, and fetal death [17].  In the current study, fetal 
and maternal blood flow parameters of term pregnant women 
who recovered and did not have coronavirus infection during 
pregnancy were compared. The uterine, umbilical and mid 
cerebral artery blood flow parameters of the participants were 
observed to be similar.
The UtA Doppler is more valuable in the third trimester.  Recent 
findings show that third-trimester UtA Doppler is important in 
determining the risk of stillbirth and perinatal death [18].  Fetal 
MCA Doppler PI is used to evaluate fetal oxygenation. Reduction 
in MCA impedance has been shown to be associated with 
fetal hypoxemia and acidemia [19].  Mok et al. [20] reported 
abnormal neonatal outcomes in pregnant women infected 
with Zika viruses.  They observed low peak systolic velocity 
measurements of MCA in these patients and they concluded 
that the MCA blood flow parameter may provide clinical benefit 
in the surveillance of pregnant women affected by Zika viruses. 
In the study by Karlsen et al. [21] they evaluated the PI value 
of MCA to prevent poor perinatal outcomes, and reported a 

significant correlation between MCA PI and adverse perinatal 
outcomes in high-risk populations. In the current study, no 
significant differences were found in terms of PI and RI values 
of MCA between term pregnant women who had COVID-19 
during pregnancy and those who did not [22]. 
During the COVID-19 pandemic, clinicians investigated the 
relationship between the SARS-CoV-2 infection during pregnancy 
and adverse maternal and perinatal outcomes. In a recent 
Canadian surveillance study, 6012 pregnant individuals with 
SARS-CoV-2 were analyzed [23].  This exploratory surveillance 
study reported a significant association between SARS-CoV-2 
infection during pregnancy and adverse maternal outcomes and 
preterm birth. In another study, five cases of fetal death, which 
occurred in patients with relatively mild forms of COVID-19 
were reported [23].  In all five cases, placental histology had 
acute chorioamnionitis. In the current study, intrauterine fetal 
death was not detected in any of the continuing pregnancies 
that have recovered from maternal SARS-CoV-2 infection. Also, 
fetomaternal blood flow parameters in these patients were 
similar to the patients who have not had COVID-19. Consistent 
with our results, Soto- Torres et al. [24]  found no significant 
differences in fetal ultrasound and Doppler findings between 
pregnant women who were positive for SARS-CoV-2 and those 
who were negative. But unlike our results, they reported more 
frequent deliveries  ≤ 35 weeks among SARS-CoV-2- positive 
women compared to controls. Unlike their study, patients with 
comorbidities were not included in this current study. They 
included all SARS-CoV-2- positive women in their retrospective 
case-control study.  In another study, Anuk et al. [25] compared 
maternal-fetal Doppler patterns in pregnant women who were 
diagnosed with COVID-19 and completed the quarantine period 
with healthy pregnant women. They reported higher pulsatility 
and resistance indices of UA and UtA in pregnant women who 
recovered from COVID-19 compared to the control group. 
Inconsistent with their results, we observed no significant 
differences between term pregnant women who recovered 
from COVID-19 and controls in terms of fetomaternal Doppler 
flow parameters. The reason for these different results may 
be related to the methodological differences in the studies. 
Anuk et al. [25] performed Doppler measurements during the 
week of pregnancy who had COVID-19 disease and completed 
the quarantine period. Whereas, we performed all Doppler 
ultrasound evaluations at term. We recorded the pregnant 
women who were diagnosed with COVID-19, followed up, and 
performed Doppler ultrasound and fetal biometry measurements 
when they reached 37 and above gestational weeks. This is the 
first study to investigate fetomaternal Doppler parameters in 
term pregnant women with recovered from COVID-19 infection. 
We reported that fetomaternal blood flow parameters similar 
in pregnant women who recovered from COVID-19 infection to 
healthy pregnant women. 
Limitations
The limitation of this study was the lack of information about 
the long-term follow-up of the participants such as mode of 
delivery, and APGAR scores of the baby. However, the aim of this 
current study was to evaluate the effect of COVID-19 infection 
during pregnancy on fetomaternal blood flow parameters at 
term.

Table 2. Comparison of maternal and fetal blood flow 
parameters of the groups.

Group 1 (n=50) Group 2 (n=50) P-value

UtA PI 1.68 ± 1.48 1.27 ± 1.45 0.167

UtA RI 0.65 ± 0.33 0.61 ± 0.29 0.504

UtA S/D 2.48 ± 1.70 2.14 ± 0.77 0.194

UA PI 1.19 ± 1.33 1.19 ± 1.93 0.985

UA RI 0.59 ± 0.28 0.61 ± 0.30 0.666

UA S/D 2.44 ±0.75 2.51 ±0.74 0.643

MCA PI 1.67 ± 1.47 1.61 ± 1.30 0.830

MCA RI 0.69 ±0.16 0.75 ±0.17 0.104

MCA S/D 4.13 ± 2.96 4.68 ± 2.54 0.324

Group 1: Patients who had recovered from COVID-19 infection during pregnancy
Group 2: Patients who have not been infected with COVID-19 during pregnancy
UA: Umbilical artery, MCA: Middle cerebral artery, UtA: Uterine artery.
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Conclusion 
In conclusion, this present study reported no significant 
differences in fetomaternal blood flow parameters in term 
pregnant women who recovered from COVID-19 during 
pregnancy compared to those who have not had the disease. 
Further studies are required to investigate the association 
between the gestational age at the time of diagnosis of 
COVID-19 and placental perfusion at term.

Scientific Responsibility Statement 
The authors declare that they are responsible for the article’s scientific content 
including study design, data collection, analysis and interpretation, writing, some 
of the main line, or all of the preparation and scientific review of the contents and 
approval of the final version of the article.

Animal and human rights statement
All procedures performed in this study were in accordance with the ethical 
standards of the institutional and/or national research committee and with 
the 1964 Helsinki Declaration and its later amendments or comparable ethical 
standards. No animal or human studies were carried out by the authors for this 
article.

Funding: None

Conflict of interest
None of the authors received any type of financial support that could be considered 
potential conflict of interest regarding the manuscript or its submission.

References
1. Dashraath P, Wong JLJ, Lim MXK, Lim LM, Li S, Biswas A, et al.  Coronavirus 
disease 2019 (COVID-19) pandemic and pregnancy. Am J Obstet Gynecol. 2020; 
222(6): 521-31.
2. Yan  J,  Guo J, Fan C, Juan J, Yu X, Li J, et al. Coronavirus disease 2019 in 
pregnant women: a report based on 116 cases.  Am J Obstet Gynecol. 2020; 
223(1): 111.e1-14.
3. Moore KM, Suthar MS. Comprehensive analysis of COVID-19 during pregnancy. 
Biochem Biophys Res Commun. 2021; 29;538: 180-6.
4. Diriba K, Awulachew E, Getu E. The effect of coronavirus infection (SARS-
CoV-2, MERS-CoV, and SARS-CoV) during pregnancy and the possibility of 
vertical maternal-fetal transmission: a systematic review and meta-analysis. Eur 
J Med Res. 2020; 25(4): 1-14. 
5. Guan W, Ni Z, Hu Y,  Liang W-H, Ou C-Q, He J-X, et al.  Clinical characteristics 
of coronavirus disease 2019 in China. N Engl J Med. 2020; 382(18): 1708-20.
6. Alfirevic Z, Stampalija T, Dowswell T. Fetal and umbilical Doppler ultrasound 
in high-risk pregnancies. Cochrane Database Syst Rev. 2017; 13(6): CD007529. 
7. American College of Obstetricians and Gynecoclogists. ACOG Practice bulletin 
no. 134: fetal growth restriction. Obstet Gynecol. 2013; 121(5): 1122-33.
8. Wladimiroff JW, van den Wijngaard J, Degani S, Noordam M, van Eyck J, Tonge 
H. Cerebral and umbilical blood flow velocity waveforms in normal and growth 
retarded pregnancies. Obstet Gynecol. 1987; 69(5): 705-9. 
9. Ebrashy A, Azmy O, Ibrahim M, Waly M, Edris A. Middle cerebral/umbilical 
artery resistance index ratio as sensitive parameter for fetal well-being and 
neonatal outcome in patients with preeclampsia: case-control study. Croat Med 
J. 2005; 46(5): 821-5.
10. Prefumo F, Campbell S, Jauniaux E. Maternal blood flow to the placenta. 
BJOG. 2019; 126(8): 972. 
11. Tay J, Masini G, McEniery CM, Giussani DA, Shaw CJ, Wilkinson IB, et al. 
Uterine and fetal placental Doppler indices are associated with maternal 
cardiovascular function. Am J Obstet Gynecol. 2019; 220(1): 96.e1-8.  
12. Hadlock FP, Harrist RB, Sharman RS, Deter RL, Park SK. Estimation of fetal 
weight with the use of head, body, and femur measurements--a prospective study. 
Am J Obstet Gynecol. 1985; 1;151(3): 333-7.
13. Gomez O, Figueras F, Fernadez S, Bennasar M, Martínez JM, Puerto B, et al. 
Reference ranges for uterine artery mean pulsatility index at 11-41 weeks of 
gestation. Ultrasound Obstet Gynaecol. 2008; 32(2): 128-32.
14. Bahlmann F, Reinhard I, Krummenauer F, Neubert S, Macchiella D, Wellek S. 
Blood flow velocity waveforms of the fetal middle cerebral artery in a normal 
population: reference values from 18 weeks to 42 weeks of gestation. J Perinat 
Med. 2002; 30(6): 490-501. 
15. Alfirevic Z, Stampalija T, Gyte GM. Fetal and umbilical Doppler ultrasound in 
normal pregnancy. Cochrane Database Syst Rev. 2010; (8): CD001450. 
16. Seymen CM. Being pregnant in the COVID-19 pandemic: effects on the 
placenta in all aspects. J Med Virol. 2021; 93(5): 2769-73. 
17. Melchiorre K, Leslie K, Prefumo F, Bhide A, Thilaganathan B. First-trimester 
uterine artery Doppler indices in the prediction of small-for-gestational age 
pregnancy and intrauterine growth restriction. Ultrasound Obstet Gynecol. 2009; 
33(5): 524-9.
18. Khalil A, Morales-Roselló J, Townsend R, Morlando M, Papageorghiou A, Bhide 
A, et al. Value of third-trimester cerebroplacental ratio and uterine artery Doppler 
indices as predictors of stillbirth and perinatal loss. Ultrasound Obstet Gynecol. 

2016; 47(1): 74-80. 
19. Vyas S, Nicolaides KH, Bower S, Campbell S. Middle cerebral artery flow 
velocity waveforms in fetal hypoxaemia. Br J Obstet Gynaecol. 1990; 97(9): 797-
803.
20. Mok T, Pereira Jr JP, Sobhani NC, Cardozo RF, Valle HA, Ribeiro Torres Dutra 
B, et al. Middle cerebral artery dopplers and abnormal neonatal outcomes among 
pregnant women with zika virus infection. Am J Perinatol. 2022; 39(6): 577-83. 
21. Karlsen HO, Ebbing C, Rasmussen S, Kiserud T, Johnsen SL. Use of conditional 
centiles of middle cerebral artery pulsatility index and cerebroplacental ratio in 
the prediction of adverse perinatal outcomes. Acta Obstet Gynecol Scand. 2016; 
95(6): 690-6.
22. McClymont E, Albert AY, Alton GD, Boucoiran I, Castillo E, Fell DB, et al. 
Association of SARS-CoV-2 infection during pregnancy with maternal and 
perinatal outcomes. JAMA. 2022;327(20):1983-91. 
23. Richtmann R, Torloni MR, Oyamada Otani AR, Levi JE, Crema Tobara M, de 
Almeida Silva C, et al. Fetal deaths in pregnancies with SARS-CoV-2 infection in 
Brazil: A case series. Case Reports in Women’s Health. 2020;27:e00243.
24. Soto-Torres E, E Hernandez A, Huntley E, Mendez-Figueroa H, Blackwell SC. 
Ultrasound and doppler findings in pregnant women with SARS-CoV-2 infection. 
Ultrasound Obstet Gynecol. 2021;58 (1):111-20.
25. Anuk AT, Tanacan A, Yetiskin FDY, Buyuk GN, Senel SA, Keskin HL, et al. 
Doppler assessment of the fetus in pregnant women recovered from COVID-19. J 
Obstet Gynaecol Res. 2021;47(5):1757-62.

How to cite this article:
Berna Asır, Berrin Göktug Kadıoglu, Eda Bingül, Selvihan Tapanoglu Karaca, 
Sibel Tekgündüz, Ayse Nur Aksoy, Hava Ozkan. The effect of coronavirus 
infection (COVID19) on fetomaternal blood flow at term.  Ann Clin Anal Med 
2023;14(8):672-675

This study was approved by the Ethics Committee of University of Health 
Sciences, Erzurum Regional Training and Research Hospital (Date: 2021-03-01, 
No: 2021/05-115)


