Is it safe to be pregnant
during the COVID-19 pandemic?

Expert answers to 8 of your most pressing questions about
coronavirus disease 2019 and pregnancy, including vaccination

Malavika Prabhu, MD

IN THIS
ARTICLE

Newborn
outcomes

page 29

Outpatient
management

page 30

Vaccine
safety

page 31

regnant women, or women consid-
Pering pregnancy, want to know—is
pregnancy safe in the midst of the
coronavirus disease 2019 (COVID-19) pan-
demic? In this article, I tackle common

questions facing reproductive-aged or preg-
nant women and their providers.

1. What are the risks of
COVID-19 in pregnancy?

Alarge, national prospective cohort study of
outpatient pregnant and recently postpar-
tum women with the diagnosis of suspected
or confirmed COVID-19 demonstrated
that many affected women have mild ill-
nesses, with typical symptoms including
cough, sore throat, body aches, fever, and
headache.' Although symptoms were most
common within the first 3 weeks of presen-
tation, approximately 25% of women had a
protracted course of symptoms (8 or more
weeks). As this cohort disproportionately
enrolled outpatients, it is important to note
that many women had mild illnesses, which
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is the most likely course of infection in oth-
erwise healthy, young women.

Data on the impact of COVID-19 on
rates of miscarriage and birth defects are
limited, yet the published reports are reas-
suring, with no increased risks of miscar-
riage, and no clear signal for birth defects.?

In a prospective cohort study across 3
New York City institutions when universal
severe acute respiratory syndrome coro-
navirus 2 (SARS-CoV-2) testing was rec-
ommended upon admission for delivery,
approximately 80% of women who were
positive were asymptomatic.® Maternal
outcomes generally were reassuring, with
no patients experiencing severe or criti-
cal illness. There were no differences in
preterm delivery rates by SARS-CoV-2 sta-
tus, but the rate of cesarean delivery was
higher among women with COVID-19, for
unclear reasons. Most notably, the rate of
postpartum complications was 13% among
women with COVID-19, versus 2.5% among
women without COVID-19. These complica-
tions included readmission for worsening
COVID-19, postpartum hypoxia, and post-
partum fever.

A recent prospective cohort study from
1 institution in Texas similarly demonstrated
favorable maternal outcomes with COVID-
19, with 95% of women with asymptomatic
or mild illness, and no differences in adverse
pregnancy outcomes between COVID-19-
positive and COVID-19-negative women,
including cesarean deliveryrate.*

Finally, certain characteristics increase
the risk of COVID-19 among pregnant
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women and nonpregnant individuals alike.
In a nationwide prospective cohort from
the United Kingdom, medical comorbidi-
ties including obesity, diabetes (gestational
or pregestational), hypertension, as well as
Black or other minority ethnicities are asso-
ciated with COVID-19.° This is particularly
notable given universal health insurance in
the United Kingdom. Other data have also
confirmed that women with comorbidities,
women of Black or Hispanic ethnicity, and
women with lower socioeconomic status,
are at increased risk of COVID-19.%%7

2. 1s COVID-19 worse
in pregnancy?
Given the well-documented risks of COVID-
19 outside of pregnancy, is COVID-19 worse
in a pregnant woman than in a nonpregnant
woman? The most recent guidance from the
Centers for Disease Control and Prevention
(CDC) from November 2020 suggests that
pregnant women are at increased risk for
severe illness.® However, it is important to
understand the design of this study in order
to appreciate its implications. Laboratory
confirmed SARS-CoV-2 in the United States is
systematically reported to the CDC. Among
women aged 15-44 years with such confirma-
tion, data on pregnancy status were available
for 35.5%, almost 90% of whom were symp-
tomatic. Within this cohort of largely symp-
tomatic pregnant women, risks of intensive
care unit (ICU) admission, invasive ventila-
tion, and use of extracorporeal membrane
oxygenation (ECMO) were approximately 2
to 3 times higher for pregnant women than
for nonpregnant women. The absolute risks,
however, were low. The risk of ICU admis-
sion for symptomatic pregnant women was
approximately 1%; the risk of invasive venti-
lation, 0.3%; and the risk of ECMO, 0.1%.
Moreover, the lack of uniform data cap-
ture on pregnancy status for all women ages
15-44 years may skew the population with
known pregnancy status to be sicker and,
thus, may bias the results toward increased
risks. Nevertheless, there is consistency
in several publications with different data
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sources, all of which suggest pregnancy is an
independent risk factor for increased sever-
ity of COVID-19."' Additionally, women
with medical comorbidities (such as preges-
tational or gestational diabetes or obesity)
are more likely to have severe COVID-19.

3. What are newborn outcomes

if COVID-19 is diagnosed

during pregnancy?

Two large cohorts of newborns, dispropor-
tionately term infants, from the first wave of
the pandemic in New York City, have reassur-
ing news. In one cohort of 101 infants born at
2 New York City institutions to SARS-CoV-2-
positive mothers, 2 neonates were diagnosed
with SARS-CoV-2 during the immediate
postnatal period.”? Neither infant demon-
strated clinical COVID-19. In another cohort
of 120 infants born at 3 other New York City
institutions to SARS-CoV-2-positive mothers
and tested systematically within 24 hours of
life, 5-7 days of life, and 14 days of life, there
were no neonates who tested positive for
SARS-CoV-2 at the initial time point. Among
the 79 infants who had testing at 5-7 days of
life and the 72 tested at 14 days of life, there
were no infants positive for SARS-CoV-2."
It is important to note that case reports and
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As postpartum
VTE is a risk
for women

with COVID-19,
prophylactic
anticoagulation
is recommended
for 2 weeks
after vaginal
and 6 weeks
after cesarean
delivery

small case series have demonstrated some
convincing evidence of vertical transmis-
sion. However, the overwhelming evidence
suggests this risk is very low.

4. What is a reasonable
outpatient setting—-approach

to managing COVID-19 in a
pregnant woman?

Women should be counseled to quarantine
for 10 to 14 days from symptom onset or, if
asymptomatic, from positive polymerase
chain reaction (PCR) test. Warning signs
of worsening COVID-19 disease should be
reviewed. Serial telemedicine follow-up
for 10 to 14 days is recommended to ensure
clinical stability and continued manage-
ment as an outpatient. A home pulse oxim-
eter is also recommended. Women should
be advised to check their oxygen satura-
tion daily and to call if oxygen saturation
becomes less than 93%. Supportive care is
recommended.

If delay in obstetric care may result in
adverse pregnancy outcomes (for instance,
postponing indicated fetal surveillance),
obstetric care should be delivered, with
appropriate personal protective equipment
for health care workers and minimization
of exposure of other pregnant women to the
infected patient. Appointments should be
scheduled at the end of the day.

During influenza season, women
should receive empiric oseltamivir treat-
ment (75 mg twice a day) per CDC guidelines
for symptoms that may also be consistent
with influenza, regardless of testing.

Prophylactic anticoagulation is not
indicated for pregnant antepartum women
who do not require inpatient care.

If inpatient care is required, manage-
ment is individualized.

The approach to prenatal care after reso-
lution of COVID-19 is not evidence-based. At
my institution, all patients have a detailed
mid-trimester anatomic evaluation, but if
this is not routine, a detailed anatomic ultra-
sound (Current Procedural Terminology
code 76811) may be considered. Additionally,
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for women with COVID-19 we perform one
third-trimester growth ultrasound to screen
for fetal growth restriction, on the basis of
several placental studies demonstrating clots
on the fetal or maternal side of the placenta.>™
Routine antenatal testing in the absence of
growth restriction, or other comorbid condi-
tions for which testing occurs, is not recom-
mended.

5. What if asymptomatic or
mild COVID-19 is diagnosed at
the time of delivery? What is
reasonable management?
Asymptomatic or mildly symptomatic
COVID-19 should not alter obstetric
management, beyond appropriate use
of personal protective equipment. Delayed
cord clamping is also reasonable, if there
are no other contraindications, as there is
no documented harm associated with this
practice among women with COVID-19.

Women with COVID-19 may be athigher
risk for venous thromboembolic events in
the postpartum period. At my institution,
prophylactic postpartum anticoagulation
is recommended for 2 weeks after vaginal
delivery, and 6 weeks after cesarean delivery.

Duringthe postpartum hospitalization,
given reassuring data about vertical trans-
mission and postnatal horizontal transmis-
sion risks, babies may room in with mothers
in a single private room, if rooming-in is
the current standard of care—as long as the
mother and newborn do not require higher
levels of care. Mothers should wear a mask
and use hand hygiene when in contact with
the baby. Skin-to-skin and breastfeeding or
infant feeding of breast milk are appropriate
practices to continue. There is no evidence
to suggest that transmission of COVID-19
can occur via breastmilk; however, given
the close contact inherent in breastfeed-
ing, transmission through direct contact or
maternal respiratory droplets is possible,
and thus maternal use of masks and hand
hygiene is recommended. When not feed-
ing, the infant should be 6 feet away, and if
possible, in an isolette.
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6. When can individuals
with COVID-19 discontinue
transmission precautions or
“home quarantine”?
For women with mildly symptomatic
COVID-19 and without immunocompro-
mise, home quarantine can be discontin-
ued 10 days after onset of symptoms as long
as there has been symptom improvement
and no fever for atleast 24 hours without the
use of antipyretics. For immunocompetent
women with incidentally diagnosed asymp-
tomatic COVID-19, home quarantine can be
discontinued 10 days after the positive test
was obtained. Pregnancy in and of itself is
notanimmunocompromising condition.'>

For women with severe or critical
COVID-19, who were hospitalized due to
their clinical status, home quarantine can
be discontinued when at least 10 days, and
up to 20 days, after onset of symptoms and
with symptom improvement and with no
fever for at least 24 hours, without the use of
antipyretics. Local hospital infection con-
trol experts may be able to guide the recom-
mended practice for your site better, based
on local information.'s¢

Repeating a PCR test to discontinue
home quarantine is not recommended in
most circumstances, as individuals may
have prolonged shedding of noninfectious
particles in their nasopharynx. Immuno-
compromise may be one exception to this
general guidance, but consultation with
local hospital infection control experts will
help guide management.'>'

7. Should women get

pregnant during the COVID-19
pandemic?

Every pandemic has its own set of impli-
cations for the health of the mother, fetus,
or both, and COVID-19 is no exception.
While there are risks, described above,
to mother and fetus, these risks are not so
catastrophic as to strongly and directively
recommend a patient not become preg-
nant.'” Moreover, the last several months
of the pandemic have demonstrated
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that consistent mask usage, social dis-
tancing, and hand hygiene, are effective
methods of preventing the acquisition of
COVID-19. All of these risk-reducing strat-
egies are available to pregnant women.
Finally, accessing care during a pandemic
in a hospital setting does not also pose a risk
for acquisition of SARS-CoV-2.'8

8. Is the COVID-19 vaccine safe
for pregnant or postpartum/
lactating women?

On December 11, 2020, the US Food and
Drug Administration (FDA) issued emer-
gency use authorization (EUA) for the
Pfizer-BioNtech mRNA vaccine (BNT 162b2)
against COVID-19, for individuals aged 16
and older as a 2-dose series given 21 days
apart. Among the more than 40,000 individ-
uals in the trial that led to this EUA, vaccine
efficacy was 95%." Adverse effects included
fatigue and headache most commonly, with
16% of vaccine recipients experiencing fever
after the second dose. Follow-up regarding
safety is planned for 2 years by the manu-
facturer, in addition to safety monitoring by
pre-existing national systems.

On December 18, 2020, the FDA
announced EUA for Moderna’s mRNA-
based vaccine, mRNA-1273, in men and
women aged 18 and older. This is a 2-dose
series given 28 days apart. The vaccine effi-
cacy has been reported at 94.5%, with the
most common adverse effects being injec-
tion site pain, tiredness, headache, muscle
pain, chills, joint pain, swollen lymph nodes
in the same arm as the injection, nausea
and vomiting, and fever.?>?! The phase 3
trial is ongoing.

Despite the speed with which these
effective vaccines were developed, it is
important to note that all regulatory and
safety steps mandated for the development
of any vaccine were met for these two, as
well as for other COVID-19 vaccinations that
will similarly receive EUA from the FDA.

In the EUA for BNT 162b2, the specific
language regarding pregnant and lactat-
ing women recommends that patients and
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providers have an individualized conver-
sation about vaccination. In the data pre-
sented to the FDA for the Pfizer-BioNtech
mRNA vaccine, a limited number of preg-
nant women received either the vaccine
(12 women) or placebo (11 women), with
no long-term follow-up data available to
characterize either maternal or fetal ben-
efits and risks. The mechanism of action
of an mRNA vaccine is to induce the cyto-
plasmic machinery within cells to create
the coronavirus spike protein, which then
allows the body’s immune system to create
antibodies against this protein and confer
protection accordingly. While the above
mechanism is not theorized to result in
different outcomes or different efficacy, the
safety for the pregnant woman and fetus
are unknown. It is not believed that vac-
cination during lactation would cause any
adverse outcomes to a neonate, and lactat-
ing women do not need to interrupt or dis-
continue breast milk production in order to
receive the vaccine.

The American College of Obstetri-
cians and Gynecologists (ACOG) released
a Practice Advisory on December 13, 2020,
regarding their recommendations.?> ACOG
recommends that vaccines against COVID-
19 not be withheld from pregnant or lactat-
ing women, if they might otherwise meet
criteria for and have access to vaccination.
Currently, the CDC’s Advisory Committee
on Immunization Practices (ACIP) stated
that health care workers and long-term care
facility residents represent priority groups
to vaccinate in the initial phases of vacci-
nation, given limitations in supply.?® This
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Conclusions

While the absolute risks of COVID-19 to
mothers, fetuses, and neonates is low,
pregnancy is a risk factor for severe dis-
ease. Many pregnant women with COVID-
19 can be safely followed as outpatients
via telemedicine, and supportive care is
recommended. Inpatient care should be
individualized. Pregnancy during the
COVID-19 pandemic should be not be abso-
lutely discouraged; instead, a conversation
about risk mitigation should be undertaken.
The COVID-19 vaccine is available to preg-
nant and lactating women, and the decision
to choose vaccination in pregnancy is in the
purview of the patient, in consultation with
her physician. ®
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