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What are the novel findings of this work?
Despite the increasing number of published studies, objective evidence is still needed to draw any

conclusion on the course of SARS-COV-2 infection acquired during pregnancy.

What are the clinical implications of this work?

The study showed that in pregnancies complicated by SARS-COV-2, the risk of maternal mortality
was 0.8%, but about 11% of women required admission to ICU. Pregnancies affected by SARS-
COV-2 were also complicated by 23% rate preterm birth, and 4.1% rate of perinatal death. The risk

of vertical transmission was negligible.
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ABSTRACT

Objectives: To evaluate maternal and perinatal outcomes of pregnant women affected by SARS-
COV-2.

Methods: This was a multinational retrospective cohort study including women with laboratory-
confirmed SARS-COV-2 from 73 centers from 22 different countries in Europe, United States,
South America, Asia and Australia from February 1, 2020 to April 30, 2020. Confirmed SARS-
COV-2 infection was defined as a positive result on real-time reverse-transcriptase-polymerase-
chain-reaction (RT-PCR) assay of nasal and pharyngeal swab specimens. The primary outcome was
a composite measure of maternal mortality and morbidity including admission to intensive care unit
(ICU), use of mechanical ventilation, or death.

Results: 388 singleton pregnancies tested positive to SARS-COV-2 at RT-PCR nasal and
pharyngeal swab were included in the study. The primary outcome was observed in 47/388 women
\+2.1%). 43/388 women (11.1%) were admitted to ICU, 36/388 (9.3%) required mechanical
ventilation, and 3/388 women deceased (0.8%). Of the 388 women included in the study, 122
(31.4%) were still pregnant at the time of the study. Among the other 266 women, 6 had
spontaneous first-trimester abortion, 3 had elective termination of pregnancy, 6 had stillbirth, and
251 delivered a live-born infant. The rate of preterm birth less than 37 weeks of gestation was

26.3% (70/266). Of the 251 live-born infants, 69/251 (27.5%) were admitted to NICU, with 5
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neonatal deaths (2.0%). The overall rate of perinatal death was 4.1% (11/266). Only one infant
(1/251, 0.4%) born from a mother tested positive during the third trimester, was found positive to
SARS-COV-2 at RT-PCR.

Conclusions: SARS-COV-2 in pregnant women is associated with 0.8% rate of maternal mortality,

but 11.1% rate of admission to ICU. The risk of vertical transmission seems to be negligible.

INTRODUCTION

In December 2019, a novel Coronavirus spread in China and identified as Severe Acute Respiratory
Syndrome Coronavirus 2 (SARS-COV-2) was responsible of a cluster of respiratory disorders, the
COVID-19 disease.!

Coronaviruses are enveloped, non-segmented positive-sense RNA belonging to the Nidovirales
order.? Although responsible of generally mild infections, including many common colds in adults
and children, Coronavirus caused two important epidemics in the last decade: the severe acute
respiratory syndrome and the Middle East respiratory syndrome, also known as SARS and MERS
respectively. Despite the large and rapidly growing number of cases worldwide,® there is limited
data on COVID-19 in pregnancy, mainly coming from case series and small sample studies.*”’
Pregnant women are at increased risk for severe illness from influenza virus and other respiratory
infections due to cardiopulmonary adaptive changes occurring during pregnancy, such as increased
heart rate and stroke volume and reduced pulmonary residual capacity, that can increase the risk of

hypoxemia and contribute to the increased severity. This may question whether the course of
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COVID-19 in pregnant women can be associated with a higher burden of maternal mortality and
morbidity compared to the general population.

A recent systematic review including all published reports on Coronaviruses (COVID-19, SARS
and MERS) in pregnancy found that preterm birth was the most common adverse pregnancy
outcome, and that COVID-19 was associated with an increased risk of preeclampsia, and cesarean
delivery.>®10 Despite this, the small sample size, inclusion of cases mainly referred for severe acute
respiratory symptoms, lack of information of pre-existing medical conditions complicating
pregnancy, and heterogeneity in gestational age at infection and outcomes observed, does not allow

to extrapolate any objective evidence on the course of the infection during pregnancy.

Obijective

The primary aim of this study was to evaluate maternal and perinatal outcomes of pregnant women

affected by SARS-COV-2.
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METHODS

Study design and participants

This multinational, retrospective cohort study included all pregnant women with a laboratory-
confirmed SARS-COV-2 infection, diagnosed between February 1, 2020 and April 30, 2020, in 73
centers from 22 different countries (Argentina, Australia, Belgium, Brazil, Colombia, Czech
Republic, Finland, Germany, Greece, Israel, Italy, North Macedonia, Peru, Portugal, Republic of
Kosovo, Romania, Russia, Serbia, Slovenia, Spain, Turkey, and United States) (Table S1). All
infected women were diagnosed antepartum during pregnancy, and those with a positive test before
conception or during post-partum were excluded from the study.

SARS-COV-2 was diagnosed on the basis of The World Health Organization (WHO) interim
guidance.!* A confirmed case of SARS-COV-2 was defined as a positive result on real-time
reverse-transcriptase-polymerase-chain-reaction (RT-PCR) assay of nasal and pharyngeal swab
specimens.’>® In the included centers, women were tested with RT-PCR assay of nasal and
pharyngeal swab mostly due to symptoms or exposure at the time of triage. Neonates from mother
positive to SARS-COV-2 were usually tested within 24 hours after delivery with RT-PCR assay of

nasal and pharyngeal swab.
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Data on recent exposure history, clinical symptoms or signs, laboratory findings, maternal and
perinatal outcomes were collected. All medical records were anonymized and sent to the
coordinator center at University of Naples Federico Il (Naples, Italy) through The World
Association of Perinatal Medicine (WAPM) data platform or via an encrypted Research Electronic
Data Capture (REDCap) data management platform. Data were entered into a computerized
database and cross-checked. In case of missing data, requests for clarification were sent to the
coordinator of each participating center.

Outcomes

The primary outcome of the study was a composite measure of maternal mortality and morbidity
including at least one of the following: admission to intensive care unit (ICU), use of mechanical
ventilation, or death (defined as composite maternal adverse outcome). Secondary outcomes were
abortion, stillbirth, neonatal death, perinatal death, intrauterine growth restriction (IUGR), preterm
birth, cesarean delivery, low birth weight (LBW), admission to neonatal ICU (NICU), and vertical

transmission confirmed at neonate RT-PCR assay.

Miscarriage was defined as pregnancy loss before 22 weeks of gestations. Stillbirth was defined as
intrauterine fetal death at or after 22 weeks of gestation. Neonatal death was defined as death of a
live-born infant within the first 28 days of life. Perinatal death was defined as either stillbirth or
neonatal death. IUGR was defined as ultrasound estimated fetal weight less than 10" percentile.'*
Preterm birth was defined as delivery before 37 completed weeks of gestation. LBW was defined as
a birthweight less than 2,500 grams. Fever was defined as an axillary temperature of 37.5 °C or
higher. Lymphocytopenia was defined as lymphocyte count of less than 1,500 cells per cubic

millimeter. Thrombocytopenia was defined as a platelet count of less than 150,000 per cubic
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millimeter. Increased Lactate Dehydrogenase (LDH) level was defined as LDH level higher than
443 U/L in the first trimester, 447 U/L in the second trimester, and 524 U/L in the third trimester of
pregnancy. Computed tomography (CT) scan was performed at physicians’ discretions. CT
abnormalities related to SARS-CoV-2 included ground glass opacity with or without consolidation
or visible intralobular lines. Acute respiratory distress syndrome (ARDS) was defined in accordance

with the WHO interim guidance.

Common criteria for admission to ICU included all respiratory arrests, respiratory rate >40 or <8
breaths/min, oxygen saturation <90% on >50% oxygen, all cardiac arrests, pulse rate <40 or >140
beats/min, systolic blood pressure <90 mm Hg, sudden fall in level of consciousness (fall in
Glasgow coma score >2 points), repeated or prolonged seizures, rising arterial carbon dioxide
tension with respiratory acidosis, any patient giving cause for concern.

Common reasons for admission to NICU were prematurity, respiratory distress syndrome, sepsis,
hypoglycemia, perinatal depression, or maternal chorioamnionitis.

Primary and secondary outcomes were evaluated in the overall cohort and in symptomatic and
asymptomatic women.

Post-hoc subgroup analyses according to region (European versus non-European countries; high-
income versus middle-income countries) were performed for the primary outcome, and for
admission to ICU, admission to NICU, and cesarean delivery.

Statistical analysis

Statistical analysis was performed using Statistical Package for Social Sciences (SPSS) v. 19.0
(IBM Inc., Armonk, NY, USA) and using Stata, version 13.1 (Stata Corp., College Station, TX,

2014). Continuous variables were reported as means + standard deviation (SD), while categorical as
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numbers (percentage). Univariate comparisons of dichotomous data were performed with the use of
the chi-square test with continuity correction. Comparisons between groups were performed with
the use of the T-test to test group means by assuming equal within-group variances for parametric
data, and with the use of Wilcoxon and Mann-Whitney tests for nonparametric data. Multivariate
analysis was performed to evaluate potential predictors of the primary outcome. The final model
was fit using a stepwise forward process, and including only the covariates with adjusted p-values
<0.10, with the exception of maternal age and pharmacological treatment, which were included a
priori. The same approach was used to evaluate the potential independent predictors of perinatal
deaths, and preterm deliveries. Logistic regression was reported as odds ratio (OR) and adjusted OR
(aOR) with 95% confidence interval (CI). P value <0.05 was considered statistically significant.
Standard diagnostic procedures were adopted to check final models validity: influential observation
analysis (Dbeta, change in Pearson chi-square), Hosmer-Lemeshow test for the goodness of fit and
C statistic (area under the Receiving Operator Curve).

Women were followed-up from enrollment until 28-days postpartum or until the study end date,
whichever came first. For the primary outcome, all enrolled women were analyzed. For the
multivariate analysis, only women with completed pregnancies by the study end date were included.

iveonatal death was only analyzed for liveborn infants with 28 days of follow-up data.
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RESULTS

Characteristics of the included women

During the study period, 388 singleton viable pregnancies, positive to SARS-COV-2 at RT-PCR
nasal and pharyngeal swab, in 73 centers from 22 different countries were included in the study.
The mean gestational age at diagnosis was 30.6+£9.5 weeks, with 8.0% (31/388) of women being
diagnosed in the first, 22.2% (86/388) in the second and 69.8% (271/388) in the third trimester of
pregnancy. The most common symptom at the time of triage was cough (52.1%), followed by fever
(44.1%), and shortness of breath (15.5%), while 24.2% were asymptomatic. Chest computed
tomography (CT) was performed in 56/388 women (14.4%). 45/56 (80.4%) presented bilateral
multifocal involvement.

The most used pharmacologic therapy was hydroxychloroquine, used in 90 women (23.2%).
Antiviral drugs were used in 72 women (18.6%), with combination of Lopinavir/Ritonavir being the
most common used antiviral treatment (60/388, 15.5%) (Table 1). There were no variations in drug
use by country.

Maternal outcomes

The primary outcome was reported in 47/388 women (12.1%) with 43/388 (11.1%) of women
admitted to ICU, and 36/388 (9.3%) requiring mechanical ventilation. There were 3/388 cases of
maternal deaths, accounting for a maternal mortality rate of 0.8% (Table 2). One death occurred in a
33-year old woman with type Il diabetes mellitus. She presented at 33 weeks of gestation with
stillbirth. She was febrile and unconscious. Chest radiography showed pulmonary infiltrates and
atelectasis with elevated left hemidiaphragm. The woman was admitted to ICU and intubated but

died with acute kidney injury and cardiac arrest. The second death occurred in a 27-year-old woman
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who presented at 34 weeks of gestation with severe shortness of breath. She underwent urgent
cesarean delivery and received continuous positive airway pressure (C-PAP) ventilation but died of
respiratory failure before intubation. The third death occurred in a 31-year-old woman who
presented at 38 weeks of gestation with myalgia, fatigue, sore throat, and severe hypertension. She
underwent urgent cesarean delivery due to the uncontrolled high blood pressure and developed
severe preeclampsia. After delivery, the woman was admitted to ICU, and received ECMO for
acute respiratory failure complicated by pneumothorax and left lung hemorrhage and died 8 days
after delivery. Details of women admitted to ICU are shown in Table S2.

Perinatal outcomes

Of the 388 women included in the study, 122 (31.4%) were still pregnant at the time of the study
data analysis. Among the other 266 women, 3 (1.1%) had elective termination of pregnancy, 6
(2.3%) had stillbirth, 6 had spontaneous first-trimester abortion (19.4% of the 31 women with first
trimester infection), and 251 (94.4%) delivered a live-born infant (Table 2; Figure 1). The most
common mode of delivery was the cesarean delivery, performed in 136/251 (54.2%) women.
Preterm birth at less than 37 weeks of gestation occurred in 70/266 women (26.3%), of them 56/70
(80.0%) were indicated preterm deliveries and 14/70 (20.0%) were spontaneous preterm deliveries.
ui the 251 live-born infants, 69 (27.5%) were admitted to NICU.

There were 5/251 (2.0%) neonatal deaths. Of them, 3 were born preterm, and the other two died
after they developed a late-onset sepsis. Only one of the 251 live-born neonates (0.4%) was found
positive at RT-PCR pharyngeal swabs performed after delivery. The mother was tested positive

during the third trimester of pregnancy.
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Among the 266 women with completed pregnancies, the overall number of perinatal deaths was 11

(4.1%). Ten of their mothers had COVID-19 symptoms at presentation, and one was asymptomatic.
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Predictors of primary outcome

In the multivariable analysis restricted to the women with completed pregnancy (n=266; Table 3),
the only independent predictors of primary outcome (composite measure of maternal mortality and
morbidity) were COVID-19 symptoms at presentation versus no symptoms (aOR 5.11, 95% CI 1.11
to 23.6), shortness of breath at presentation (aOR 3.68, 95% CI 1.58 to 8.58), and increased levels

of LDH (aOR 4.13, 95% CI 1.54 to 11.1).
Post-hoc analyses

Post-hoc subgroup analyses according to region showed no statistically significant differences in the

primary outcome (Table S3).
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DISCUSSION
Main findings

This multicenter study, including 388 pregnant women from 72 different centers, aimed to evaluate
maternal and perinatal outcomes of pregnant women with confirmed SARS-COV-2. The study
showed that in pregnancies complicated by SARS-COV-2, the risk of maternal mortality was 0.8%,
but about 11% of women required admission to ICU. Pregnancies affected by SARS-COV-2 were
also complicated by 26.3% rate preterm birth, and 4.1% rate of perinatal death. The risk of vertical
transmission was negligible, with only one case confirmed positive after the delivery. Multivariate
analyses showed that the only independent predictors of primary outcome (composite measure of

maternal mortality and morbidity) were COVID-19 symptoms at presentation.

Strengths and limitations

To the best of our knowledge, this is one of the largest cohort of SARS-COV-2 infection during
pregnancy published so far.> The enrollment of only of women with laboratory-confirmed SARS-
COV-2, the large sample, the inclusion of both University Hospitals and Community Hospitals
from different countries, and multitude of outcomes explored, represent the major strengths of the
study. Moreover, no patients were lost to follow up and no data were missing for the primary
outcome. The major limitation of the study is the inclusion of only high-income and middle-income
countries. Therefore, data from this study may not be applicable to low-income countries, where

maternal and perinatal outcomes may be even worse. Data on maternal therapy were limited by the
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non-randomized approach, and we also acknowledge a potential heterogeneity in management,
since a very large number of centers participated in this study. Our population came mostly from
women referred for suspected COVID-19, due to symptoms or exposure, and consequently tested
with RT-PCR nasal and pharyngeal swab. Therefore, the percentage of asymptomatic women in our
cohort was low. Maternal and perinatal outcomes may be better in cohort of women that received
universal screening for SARS-COV-2, where the rate of asymptomatic women can be as high as
88%.1°> We may not have included all positive women referred to our centers. Indeed, an
asymptomatic woman with COVID-19 undiagnosed early in pregnancy and then tested negative late
in pregnancy may not have been included. A lack of control group of pregnant women without
COVID-19 make difficult to evaluate the increased risk of adverse maternal and perinatal outcome
in women with COVID-19. Data on treatment side effects and on indication for cesarean delivery
were not collected. Therefore, it was not possible to evaluate whether the high rate of cesarean
delivery was indirectly related to COVID-19, e.g. fear of vertical transmission during vaginal
delivery, or fear of providers to stand near a positive woman for many hours during labor and
delivery. The multicenter study design raises the question of the different criteria for maternal ICU
admission. Another major limitation as the use of a composite score of maternal mortality and
morbidity as a primary outcome. This choice was due to the fact that each individual component of
the primary and secondary outcome had a low prevalence in the sub-group of women with COVID-
19 infection and thus analyzing each outcome separately would have significantly reduced the
power of the analysis and therefore the robustness of the results. Unfortunately, this did not allow
us to perform meaningful sub-group analysis in view of the very low prevalence of each component

of the primary outcome in the study population. Finally, the very large number of centers
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participating in this study made difficult to ascertain whether each investigator retrieved the

information of each outcome independently or by record linkage.
Implications for clinical practice and research

Since December 2019, the outbreak of COVID-19 has become a major epidemic worldwide.?
Patients infected with the virus may either be asymptomatic or experience mild to severe symptoms,

including pneumonia, respiratory failure, and death. 1618

Physiologic maternal adaptations to pregnancy may predispose pregnant women to a more severe
course of viral pneumonia, with higher risk of maternal mortality and morbidity as reported for
influenza or varicella infections.'® Therefore, prevention and control of COVID-19 among pregnant
women have become a major concern for obstetricians. In the last few months, several
recommendations have been published,*2%2! but evidence is limited,?? and is mostly based on case
reports,?>?® and expert opinions.#?%?' Data published so far>?"?8 showed that COVID-19 in
pregnant women was associated with a relatively high rate of preterm birth, and cesarean delivery,

but no evidence of vertical transmission or maternal death.*>%°

In the present cohort, the mortality rate was low. In our cohort we reported three cases of maternal
__aths among three symptomatic pregnant women. Very few cases of maternal death related to
COVID-19 have been reported so far.!” Evidence from non-pregnant populations showed that
among critically ill patients with laboratory-confirmed COVID-19 admitted to ICUs, mortality is
about 25%.2°3% In our cohort, the rate of maternal death was 0.8% with 11% rate of admission to

ICU. Conversely, the 1918 Spanish flu had a mortality rate of 3% in the general population, and
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37% among pregnant women,®%2 and in the 2003 pregnant women with SARS-COV-1 reported a

mortality rate of 25%.*

Our cohort included a case of suspected vertical transmission, with a neonate tested positive soon
after birth at RT-PCR test on nasopharyngeal swab. The newborn was asymptomatic and had
negative RT-PCR test after 14 days of life. Unfortunately, amniotic fluid was not tested, and
specimens from placenta were not obtained, thus questioning whether the infection occurred in
utero (antenatal vertical transmission) or immediately prior or after birth (perinatal vertical
transmission). Don et al. reported a case of a primiparous woman positive to SARS-COV-2 at RT-
PCR on nasopharyngeal swab who delivered by cesarean section in a negative-pressure isolation
room.® Results from 5 RT-PCR tests on nasopharyngeal swab taken from 2 hours to 16 days of age
were negative, but the infant had elevated antibody levels and abnormal cytokine test results 2 hours
after birth. The elevated IgM antibody level may suggest that the neonate could be infected in utero,
given that IgM antibodies are not transferred to the fetus via the placenta.®* Anyway, no infant
specimen had a positive RT-PCR test result, so there was no virologic evidence for congenital
infection in this case to support the serologic suggestion of in utero transmission.*® Notably, IgM
may also reach fetal circulation in case of placental inflammation.®® Moreover, sensitivity and
specificity of IgM tests vary by disease, but usually are less reliable than molecular diagnostic tests
based on nucleic acid amplification and detection.3” Congenital infections, indeed, are usually not
diagnosed based on IgM detection because IgM assays can be prone to false-positive and false-
negative results, along with cross-reactivity and testing challenges.®3” Another potential perinatal
vertical transmission occurring during vaginal delivery in a pregnant women with rectal and stool

maternal swab positive for COVID-19 has been recently reported by Carosso et al.?® The authors
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concluded that SARS-COV-2 can enter the neonatal nasopharynx and potentially trigger neonatal

infection.2%:38

Different therapies have been proposed for treatment of COVID-19. Agents previously used to treat
SARS and MERS are potential candidates to treat SARS-COV-2, but meta-analysis of SARS and
MERS therapies found no clear benefit of any specific regimen.®**! Published clinical experiences
showed that hydroxychloroquine, azithromycin, and antiviral drugs, including as Kaletra
(Lopinavir/Ritonavir), Darunavir/Cobicistat or other antiretrovirals, Arbidol (Umifenovir),
Remdesivir, or Favipiravir are the most promising drugs of COVID-19.3°? In the present study,
42.8% (166/388) of the women received a pharmacologic treatment, such as hydroxychloroquine,
azithromycin, antiviral drug, or low molecular weight heparin. The very small number of events,
inclusion of an heterogeneous population of pregnant women and lack of randomized study design
did not allow to extrapolate any evidence of the effectiveness of pharmacologic therapy in our
cohort. In the absence of proven therapy, currently the care of patients with SARS-COV-2 should
be mostly based on supportive care, and further evidence is needed before drawing any robust

conclusion.®
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Conclusions
In summary, SARS-COV-2 in pregnant women is associated with 0.8% rate of maternal mortality,

but 11.1% rate of admission to ICU. The risk of vertical transmission seems to be negligible.
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FIGURE LEGEND

Figure 1. Study flowchart
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Table 1. Characteristics of the included women

(N=388)
Demographics, n (%)
Living in high income countries 337 (86.9)
Living in European countries 295 (76.0)
Healthcare workers 28 (7.2)
Smoking 54 (13.9)
Chronic disease pre-existing pregnancy* 156 (40.2)
| Obesity** 28 (7.2)
| Infection in the first trimester of pregnancy 31 (8.0)
' Infection in the second trimester of pregnancy 86 (22.2)
| Infection in the third trimester of pregnancy 271 (69.8)
' Chest CT scan 56 (14.4)
| Bilateral CT abnormalities 45/56 (80.4)
Mean age in years + SD 32.246.1
Mean gestational age at infection (weeks) = SD 30.6£9.5
| COVID-19 Symptoms at diagnosis, n (%)
Fever 171 (44.1)
Cough 202 (52.1)
Rhinorrhea 29 (7.5)
Myalgia 56 (14.4)
. Anosmia 21 (5.4)
,' Shortness of breath 60 (15.5)
| Diarrhea 16 (4.1)
Conjunctivitis 9(2.3)
| Symptoms, any 294 (75.8)
|
| Laboratory findings, n (%)
I Lvmphopenia 156 (40.2)
| 11irombocytopenia 40 (10.3)
" Increased LDH levels 32 (8.2)
|
' Pharmacologic Treatments, n (%)
| No specific pharmacologic treatments 222 (57.2)
| Hydroxychloroguine 90 (23.2)
 Any antibiotics 79 (20.4)
| Azithromycin 58 (14.9)
Low molecular weight heparin 87 (22.4)
Antiviral drug,
Any 72 (18.6)
- Darunavir/Cobicistat 4 (1.0)
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- Oseltamivir 2 (0.5)

- Lopinavir/Ritonavir 60 (15.5)
- Darunavir/Ritonavir 2 (0.5)
- Remdesivir 2 (0.5)
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Data are presented as number (percentage) or as mean + standard deviation (SD)

*including diabetes, hypertension, or asthma
**defined as body mass index of 30 or greater
LDH, Lactate Dehydrogenase; CT, computed tomography
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Table 2. Maternal and perinatal outcomes, overall and by symptoms at diagnosis.

Total Sample | (N=388) | Symptomatic (N=294) | Asymptomatic | (N=94)

% (95% CI) n % (95% CI) n % (95% CI) n p
Maternal outcomes
Primary outcome # 12.1 (9.2-15.7) 47 | 15.3(11.6-19.9) 45 2.1(0.6-7.4) 2| 0.001
Admission to ICU 11.1 (8.3-14.6) 43| 14.3(10.8-18.8) 42| 1.1(0.2-5.8) 1] <0.001
Any type of mechanical 9.3 (6.8-12.6) 36 11.9(8.7-16.1) 35 1.1 (0.2-5.8) 1] 0.002
ventilation
Intubation 6.4 (4.4-9.3) 25 8.5 (5.8-12.3) 25 0.0 (0.0-3.9) 0] 0.003
ARDS 1.8 (0.9-3.7) 7 2.4 (1.2-4.8) 7 0.0 (0.0-3.9) 0 0.13
ECMO 0.5(0.1-1.9) 2 0.7 (0.2-2.5) 2 0.0 (0.0-3.9) 0 0.4
Maternal death 0.8 (0.3-2.2) 3 1.0 (0.4-3.0) 3 0.0 (0.0-3.9) 0 0.3
Ongoing pregnancies 31.4 (27.0- 122 | 35.7 (30.5-41.3) 105 18.1 (11.6- 17| 0.001

36.2) 27.1)
Completed pregnancies 68.6 (63.8- 266 | 64.3 (58.7-69.6) 189 81.9 (72.9- 77| 0.001
73.0) 88.4)

Perinatal outcomes
Women with completed (N=266) (N=189) (N=77)
pregnancies
Elective termination of pregnancy 1.1 (0.4-3.3) 3 1.1 (0.3-3.8) 2 1.3 (0.2-7.0) 1 0.9
Stillbirth 2.3 (1.0-4.8) 6 2.7 (1.1-6.1) 5 1.3 (0.2-7.0) 1 0.8
Perinatal death 4.1(2.3-7.3) 11 5.3(2.9-9.5) 10 1.3 (0.2-7.0) 1 0.14
IUGR 3.8 (2.1-6.8) 10 4.8 (2.5-8.8) 9 1.3 (0.2-7.0) 1 0.2
Preterm birth 26.3 (21.4- 70 | 31.8(25.5-38.7) 60 | 13.0 (7.2-22.3) 10 | 0.002
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31.9)

Live-born infants 94.4 (90.9- 251 93.7 (89.2-96.3) 177 96.1 (89.2- 74 0.8
96.6) 98.7)

Women with live-born infants (N=251) (N=177) (N=74)

Possible vertical transmission 0.4 (0.07-2.2) 1 0.6 (0.1-3.1) 1 0.0 (0.0-4.9) 0 0.5

Neonatal death B 2.0 (0.9-4.6) 5 2.8 (1.2-6.4) 5 0.0 (0.0-4.9) 0 0.14

Admission to NICU 27.5 (22.3- 69| 28.3(22.1-35.3) 50 25.7 (17.1- 19 0.7
33.3) 36.7)

Breastfeeding 40.2 (34.4- 101 | 41.2(34.3-48.6) 73 37.8 (27.7- 28 0.2
46.4) 49.3)

Skin to skin 27.5 (22.3- 69 | 28.8(22.6-35.9) 51 24.3 (16.0- 18 0.3
33.3) 35.2)

Low birth weight 20.7 (16.2- 52| 24.3(18.6-31.1) 43 | 12.2 (6.5-21.5) 9| 0.022
26.2)

Cesarean delivery 54.2 (48.0- 136 | 56.5(49.1-63.6) 100 48.7 (37.6- 36 0.5
60.2) 59.8)

Spontaneous first-trimester 19.4 (9.2-36.3) 6/31 21.7 (9.7-41.9) 5/23 | 12.5(2.2-47.1) 1/8 0.7

abortion ©

Gestational age at delivery Mean 37.2£3.9 36.614.3 38.6+2.2 <0.001

+ SD

Birth weight (grams) Mean + SD 29194772 2821+846 3149+496 0.004

ICU, intensive care unit; NICU; neonatal intensive care unit; IUGR, intrauterine growth restriction; ARDS, acute respiratory distress syndrome;

ECMO, Extra Corporeal Membrane Oxygenation
A defined as at least one of the following: admission to ICU, use of mechanical ventilations, or maternal death
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B Including only live-born infants with 28 days follow-up
© Including only women with first trimester infection

Table 3. Potential predictors of primary outcome (maternal death, admission to ICU, or maternal mechanical ventilation) among the women with
completed pregnancy (n=266).

No primary Primary Crude OR Adjusted OR | Adjuste
outcome outcome (95% CI) (95% CI)A d
pA
(N=227) (N=39)
Demographics, % (n)
Living in high (vs middle) income 87.7 (199) 87.2(34) | 0.96 (0.35-2.65) -- --
countries
Living in European countries 79.3 (180) 76.9 (30) | 0.87 (0.39-1.96) -- --
Healthcare workers 7.9 (18) 2.6 (1) | 0.31(0.04-2.36) -- --
Smoking 14.5 (33) 51(2)| 0.32(0.07-1.38) -- --
Chronic disease pre-existing 43.6 (99) 12 (30.8) | 0.57(0.28-1.19) -- --
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pregnancy*

Obesity 10.1 (23) 2.6 (1) | 0.23(0.03-1.78) -- --
Infection in the first trimester of 4.4 (10) 0.0 (0) - -- --
pregnancy

Infection in the second trimester of 9.7 (22) 23.1(9) | 2.80(1.18-6.64) -- --
pregnancy

Infection in the third trimester of 85.9 (122) 76.9 (30) | 0.55(0.24-1.26) -- --
pregnancy

Maternal mean age in years £ SD 32.616.2 31.5+6.6 | 0.97(0.92-1.03) | 0.95(0.89-1.01) 0.10
Mean gestational age at infection 34.6x7.5 32.1+5.8 | 0.96 (0.92-1.00) -- --
(weeks) £ SD

Symptoms at diagnosis, % (n)

Fever 41.4 (94) 59.0 (23) | 2.03 (1.02-4.06) -- --
Cough 45.4 (103) 59.0(23) | 1.73(0.87-3.45) -- --
Rhinorrhea 6.6 (15) 0.0 (0) - -- --
Myalgia 13.2 (30) 12.8(5) | 0.97 (0.35-2.66) -- --
Anosmia 5.3(12) 2.6 (1) | 0.47(0.06-3.73) -- --
Shortness of breath 11.0 (25) 43.6 (17) | 6.24(2.93-13.3) | 3.68 (1.58-8.58) 0.003
Diarrhea 2.6 (6) 26 (1) | 0.97 (0.11-8.28) -- --
Conjunctivitis 1.3 (3) 0.0 (0) -- -- --
Symptoms, any 67.0 (152) 94.9 (37) | 9.13(2.14-38.9) | 5.11(1.11-23.6) 0.037
Laboratory findings, % (n)

Lymphopenia 37.9 (86) 66.7 (26) | 3.28 (1.60-6.72) | 2.26 (0.99-5.16) 0.053
Thrombocytopenia 8.8 (20) 23.1(9) | 3.10(1.29-7.44) -- --
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Increased lactate dehydrogenase levels 7.0 (16) 30.8(12) | 5.86(2.51-13.7) | 4.13(1.54-11.1) 0.005
Pharmacologic Treatments, % (n)

No specific pharmacologic treatments 57.7 (131) 35.9 (14) 0.41 (0.20-0.83) 0.58 (0.26-1.29) 0.18
Hydroxychloroquine 21.6 (49) 35.9(14) | 2.03(0.98-4.21) -- --
Any antibiotics 21.2 (48) 25.6 (10) | 1.29(0.59-2.82) -- --
Azithromycin 18.1 (41) 10.3(4) | 0.52(0.17-1.54) -- --
Low molecular weight heparin 19.4 (44) 43.6 (17) | 3.21(1.57-6.56) -- --
Antiviral drug, any 16.7 (38) 33.3 (13) 2.49 (1.17-5.27) -- --
- Lopinavir/Ritonavir 14.1 (32) 28.2 (11) | 2.39(1.08-5.28) -- --

A Logistic regression model including 266 observations; Area under the ROC curve 0.81. With the exception of maternal age and any
pharmacological treatment, which were included a priori, the variables that were not significant at 0.1 level in the final model were not included to
reduce overfitting. *including diabetes, hypertension, or asthma
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Figure 1. Flow-chart of the study population
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