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Many questions remain, 8 months into COVID-19
1. Is a pregnant woman at higher 
risk to get COVID-19?

2. Is a pregnant woman with 
COVID-19 at higher risk of severe 
disease?

3. Risk factors for vertical 
transmission of SARS-Cov-2

4. What is the impact of 
COVID-19 disease on 
pregnancy outcomes?

5. What is the impact of 
medicines to treat COVID-19 on 
pregnancy outcomes?



Current evidence from large studies
 Initial evidence based on case series from China seemed re-assuring 
 Additional case series showed severe covid-19 is associated iatrogenic preterm delivery
 CDC surveillance analysis: 326,335 women aged 15 to 44 years with positive test results 

for SARS-CoV-2 (June 25, 2020)
 Pregnant women with COVID-19 seemed more likely to be hospitalized

 Pregnant women 1.5 times (95%CI1.2-1.8) more likely to be admitted to ICU (absolute risk 1.5%) 
than those who were not pregnant

 No increase in death of pregnant women with COVID-19, Hispanic and black women 
disproportionally affected

 UKOSS study 427 pregnant women admitted to 197 obstetric units across the United 
Kingdom between March and April 15, 2020 
(https://www.ncbi.nlm.nih.gov/pubmed/32513659)

 Incidence of admission: 4.9/1000 maternities 

 Mostly 2nd and third trimester infections (was March-April)

 10% of women needed critical care, 1% died

 Nine (2%) women were treated with an antiviral agent. Eight of them were given oseltamivir, 
one of whom also received lopinavir/ritonavir. One woman was given remdesivir. 

 Sixty four (15%) women were given corticosteroids for fetal lung maturation



Current evidence
UK St Georges Hospital pregnancy outcomes (irrespective of COVID-19 infection)
historical controls 

JAMA. 2020;324(7):705-706. doi:10.1001/jama.2020.12746



Current evidence for management?

Overview NIH (August 27, 2020) based on CDC, ACOG and Society for Maternal-
Fetal-Medicine (https://www.covid19treatmentguidelines.nih.gov/special-
populations/pregnancy/) 

https://www.covid19treatmentguidelines.nih.gov/special-populations/pregnancy/


Remdesivir SmPC (EMA, June 2020)



Aim for EMA to launch the tender

To guide evidence based decision-making 
about COVID-19 vaccine indications, 
vaccination policies, and treatment options for 
pregnant women by regulators. 

Will real world ‘evidence’ be good enough?



Objectives CONSIGN

 Assess use of medicines for COVID-19 treatment 
 Describe severity and clinical outcomes of COVID-19 

disease
 Assess and compare pregnancy and neonatal 

outcomes in different COVID-19 antiviral and immune 
based treatment groups

 To establish collaborations with other global initiatives 
and allow for pooling of evidence



CONSIGN works with strong networks in pregnancy field 

Innovative Medicines Initiative -
funded project with 88 partners 
aiming to build an ecosystem in 
Europe for monitoring medicines 
safety in pregnancy and lactation
https://www.imi-conception.eu

Multinational collaboration of 
organisations conducting prospective 
population-based studies of serious 
illnesses in pregnancy and childbirth, 
doi: 10.1111/aogs.12316. Epub 2013 
Dec 30.

An international registry for emergent 
pathogens and pregnancy
https://doi.org/10.1016/S0140-
6736(20)30981-8

https://doi.org/10.1016/S0140-6736(20)30981-8


Approach
 Primary data collection (specific for purpose) 

 INOSS: ongoing standardized data collection at delivery for 
women with COVID-19 during pregnancy in INOSS countries

 COVI-PREG: ongoing standardized data collection in health 
clinics at each visit for pregnant women with suspected COVID-
19 in > 200 health facilities

 Data recording and sharing through REDCAP

 Secondary use of real world data collected in health care
 9 Population based electronic health and medical birth registers 

in 8 countries, covering more than 1 million births per year 
Women of childbearing age 
 Using ConcePTION tools (distributed analytics) and common 

data model to harmonize



Overlaps and differences

9



Complementarity, harmonization & synergies
 Primary data collection: prospective dedicated for COVID-19 

 INOSS: Uses standardized CRF, collect at delivery pregnancy outcomes and what 
happened during hospitalization for COVID-19 (medicines in hospital) & with open 
reporting what was used otherwise. No direct comparison group (option for historical 
controls)
Opportunity to describe drug use in hospital 
Opportunity to conduct case control studies on pregnancy outcomes and 

match on COVID-19 trimester and other maternal characteristics
 COVI-PREG: Extensive data collection at each visit (longitudinal, from enrollment), 

outpatient and inpatient data on drug use, for suspected COVID-19 cases, will be 
extended with follow-up after delivery (6 months). 
Opportunity to compare between SARS-COV-2 test positive and test negative 

pregnancies, 
 no data on non-pregnant women
Opportunity for longitudinal analysis of medication data both inpatient and 

outpatient 
 Secondary use of health data: retrospective analysis of recorded health data

 Opportunity to analyse & compare medicines use and outcome in women with 
COVID-19 (confirmed and/or suspected), without COVID-19, and historically

 May miss data  on in hospital medication use



Collaboration: size matters
 Collaboration with other international initiatives to increase sample size, and 

investigate true heterogeneity
 UKOSS analysis: 

 5/1000 pregnancies admitted for COVID-19 (highly dependent on infection rate)
Mostly were second and third trimester (we need to wait for first trimester evidence)
 Amongst those hospitalized only 2% received antivirals
 Adverse pregnancies outcomes are rare

 We need pooling 
 In Europe: retrospective data on a source of 130 million: at most 4000 hospitalized 

COVID-19 pregnancies (assuming constant hospitalization rate), only 75-100 may be 
exposed to antivirals in hospital, and outpatient will be lower

Pooling of information with 
 Sentinel
 CNODES (Health Canada)
 Other ICMRA available options
 INOSS network outside of Europe
 COVI-PREG sites outside of Europe

https://doi.org/10.1016/S0140-6736(20)30981-8

https://doi.org/10.1016/S0140-6736(20)30981-8


Will the real world evidence be enough 
for regulatory decision making?
 CONSIGN will use all its clinical, epidemiological and analytical expertise to 

generate high quality evidence in a transparent manner

 Report on quality of data according to ConcePTION quality processes
 Level 1: Distributions of data that are collected

 Level 2: Logical checks

 Level 3: Benchmarking with external data and between datasources

 Review of design of studies and definition of variables with ICMRA group and the 
associated networks (ConcePTION, INOSS, COVI-PREG…..)



Questions please send to 
m.c.j.Sturkenboom@umcutrecht.nl
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