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Abstract: In light of a history of categorical exclu-
sion, it is critical that pregnant people are included
in research to help improve the knowledge base
and interventions needed to address public health.
Yet the volatile legal landscape around reproduc-
tive rights in the United States threatens to undue
recent progress made toward the greater inclusion
of pregnant people in research. We offer ethical
and practical guidance for researchers, sponsors,
and institutional review boards to take specific
steps to minimize legal risks and ensure the ethi-
cal conduct of research with pregnant people in
an evolving legal environment.

Introduction
Even before Dobbs v. Jackson Women’s Health Orga-
nization eliminated the right to abortion under the
U.S. Constitution, states actively regulated reproduc-
tion. Some states enacted pernicious laws and rein-
terpreted existing criminal codes to punish pregnant
people and those who have lost a pregnancy, often
based on tenuous theories connecting substance use
during pregnancy to fetal demise, as other articles
in this symposium explore.! While a growing body
of scholarship explores the instability generated by
Dobbs, there has been insufficient focus on the deci-
sion’s effects on research with pregnant people.
Although research is unlikely to be top of mind for
lawmakers and judges restricting reproductive rights,
their actions have an undeniable impact on research
activities that include women and people capable of
pregnancy. Women were almost entirely excluded
from biomedical research for decades, and while sig-
nificant gains have been made in recent years, preg-
nant people have been kept at arm’s length from the
research enterprise.* Now the precarity of reproduc-
tive rights and greater focus on fetal life (sometimes
prioritized over maternal health) threatens the move-
ment towards greater research inclusion. No one is
rendered immune from diseases simply because they
are pregnant, and for many serious conditions, treat-
ment is the best approach for both the pregnant per-
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son and the fetus. In fact, most people take at least
one medication during pregnancy.® However, preg-
nancy causes the body to process some therapies in
radically different ways, and some medications have
teratogenic effects.® Yet from 2000-2010, 97.7% of
drugs approved by the FDA had “undetermined” risk
of causing harm to the fetus, and over 70% had no
safety data about their use in pregnancy.” Including
pregnant people in research can increase our under-
standing of the impact of medications and licit and
illicit substances used during pregnancy. But in a
nation where law and policy are radically altering how
maternal health and safety are balanced with fetal life,
how to include pregnant people in research without
exposing them to heightened legal risk has become
much less clear.

discusses the evolving ethical and legal implications
that researchers face. Here we provide an example of
a multi-state study that is conducting research with
pregnant people, and the dangers that lie ahead for
researchers navigating a rapidly evolving legal land-
scape. In Part I1I, we provide four recommendations
for the ethical conduct of research in this in this legal
environment.

I. Research and Pregnancy

For much of U.S. history, women of reproductive age
and pregnant people have been categorically excluded
from participating in research.® This is both because
of a presumed universalization of the “normal” male
body in biomedical research,? but also because of sev-
eral tragedies. In the late 1950s, the drug Thalidomide

This article is intended to provide guidance to researchers, sponsors,
and institutional review boards (IRBs). Part I provides an overview of the
history of research with pregnant people, highlighting recent progress
towards greater inclusion. Part II discusses the evolving ethical and legal
implications that researchers face. Here we provide an example of a multi-
state study that is conducting research with pregnant people, and the dangers
that lie ahead for researchers navigating a rapidly evolving legal landscape.
In Part III, we provide four recommendations for the ethical conduct
of research in this evolving legal landscape.

The ongoing legal battle over reproductive rights
could have severalimmediate implications forresearch.
Scientists, research participants, and the research eth-
ics and compliance community face increasingly com-
plex scenarios in which to study pregnant persons,
and the heightened possibility of liability and even
criminal prosecution for abortion and fetal harm may
chill important scientific advancements. This is espe-
cially true for research with pregnant people that may
involve highly sensitive topics, like substance abuse or
criminal conduct, but that are nonetheless important
to study. Therefore, it is incumbent upon these parties
to prepare for the ethical and legal challenges that lie
ahead in an uncertain political landscape, while rec-
ognizing that research with pregnant people is sorely
needed.

This article is intended to provide guidance to
researchers, sponsors, and institutional review
boards (IRBs). Part I provides an overview of the
history of research with pregnant people, highlight-
ing recent progress towards greater inclusion. Part II

was sold internationally to ease morning sickness
symptoms.'® But by 1961, the drug was pulled from
the marketplace after over 10,000 children globally
were born with birth defects, linked to thalidomide
use by women during their pregnancies." Similarly,
from 1940 to 1971, doctors prescribed Diethylstilbes-
trol (DES) to millions of pregnant women because the
synthetic nonsteroidal estrogen was believed to lower
the risk of pregnancy complications and miscarriages.
Tragically, the daughters of women who had taken
DES while pregnant have increased risk for develop-
ing rare cervical and vaginal cancers, reproductive
tract deformities, ectopic pregnancies, pre-term deliv-
eries, and infertility.”> The horror of thalidomide and
DES fed into an already cautious culture surrounding
enrolling pregnant people in research.

This hesitancy ultimately endangers pregnant
people, however, by failing to consider what is neces-
sary to protect them as a group. Without appropriate
data on and insight into the physiological state of the
pregnant body, researchers, clinicians, and pregnant
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patients are forced to make decisions about interven-
tions without evidence. Public health emergencies
have laid bare this fact. After September 11th and the
anthrax attacks that followed, the American College of
Obstetrics and Gynecologists (ACOG) recommended
that pregnant women take amoxicillin as post-expo-
sure prophylaxis.’*> A 2007 study revealed that the
ACOG-recommended dose of the antibiotic would
have been unachievable in pregnant people because
of the increased metabolism of the drug during preg-
nancy.’* In the COVID-19 pandemic, pregnant peo-
ple were excluded from the initial vaccine research,
resulting in confusing and contradictory guidance on
whether pregnant people should be vaccinated.’ This
likely led to higher rates of morbidity and mortality in
pregnant people and fetuses.’

For several years, bioethicists have urged the impor-
tance of realizing the principle of justice in research
with respect to pregnant people, in part by providing
sorely-needed benefits from research for this popu-
lation.”” In particular, Lyerly and colleagues have
explained that three conceptual shifts are needed for
pregnant people in research: (1) seeing pregnant peo-
ple as “complex” instead of “vulnerable,” (2) protect-
ing them through research rather than from research,
and (3) shifting the default of presumptive exclusion
to fair inclusion.’® They point out that, unlike children
and adults with serious cognitive disabilities, pregnant
people have the capacity to consent. They are not cat-
egorically more vulnerable to exploitation or coercion,
unlike people who are incarcerated. Thus, the classic
protections for vulnerable populations are unhelpful
for considering the inclusion of pregnant people in
research.

This work has had tremendous impact. Lawmakers
have taken proactive steps to address research inequi-
ties. In 2016, the World Health Organization’s Council
for International Organizations for Medical Sciences
issued new ethical guidelines that stopped using the
term “vulnerable” to characterize pregnant people.?
Around the same time, the 21st Century Cures Act
created a Task Force on Research Specific to Pregnant
Women and Lactating Women. The task force was
established to advise the Secretary of the Department
of Health and Human Services on “identifying and
addressing gaps in knowledge and research regarding
safe and effective therapies for pregnant women and
lactating women.”?° Fifteen recommendations were
published by the Task Force in 2018. These included
reducing liability to expand the evidence base for the
development of therapeutics for people who are, or
may become, pregnant, and developing programs to
support research on conditions specific to pregnant
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and lactating people.2! Furthermore, in 2018, revi-
sions to the Common Rule resulted in pregnant par-
ticipants no longer being deemed a vulnerable popu-
lation.?? Ultimately, conceptual shifts undergirding
more inclusive approaches to regulation of research
will likely lead to better health outcomes for pregnant
people and children.

II. Ethical & Legal Implications for Research
with Pregnant People

In general, researchers have ethical obligations based
on the ethical principle of beneficence, the obligation
to act to benefit others and prevent harm to them.2?
In research, beneficence is typically understood to
require that researchers minimize risks for partici-
pants and communities and enhance research ben-
efits.2* Some scholars have operationalized ethical
principles related to research by providing bench-
marks that require community engagement, ensuring
the research has social value, selecting participants
fairly, treating them with respect, and offering them
a reasonable risk/benefit ratio in research.?® As part of
the obligation to ensure research risks are reasonable,
international ethical guidance states that research on
interventions that could harm fetuses should only be
conducted in places where abortion is legal and safe.26
Thus, conducting clinical trials in states that ban or
severely restrict abortion could violate international
ethical standards, unless researchers find ways to
ensure participants are informed about how to access
safe and legal abortion and are able to do so.

In the current legal environment, it is important
to note that these ethical obligations to participants
may be triggered in any studies enrolling people who
might become pregnant. For example, phase I studies
that test for safety in humans typically exclude preg-
nant people and administer frequent pregnancy tests.
These studies are not designed to benefit participants,
but rather to produce data to help future patients. One
advantage of testing for pregnancy frequently in phase
I studies would be to provide participants with time to
make reproductive choices. Yet researchers may have
to grapple with state laws that require reporting intent
to terminate a pregnancy.?” Data from studies with
regular pregnancy testing could be subpoenaed as evi-
dence that a person had an abortion in states where
this is now a crime.?8

Laws restricting reproductive freedom are likely
to have an even greater impact on research focused
on pregnancy that actively seeks to include pregnant
people. One prominent example of such a study is
the HEALthy Brain and Child Development (HBCD)
study funded by the National Institutes of Health
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and led by the National Institute of Drug Abuse.?®
The HBCD study is designed to build a longitudinal
cohort of pregnant people and their children to under-
stand how prenatal substance use and other adverse
exposures may affect brain development for children
through age ten. And the myriad challenges HBCD
has faced are illustrative of the legal and ethical con-
siderations researchers, sponsors, and IRBs could
encounter in other studies.

HBCD consists of a large network of sites across
the United States, including in states with restrictive
laws governing substance use in pregnancy. The study
team has taken several steps to protect participants
in this changing legal landscape that may be instruc-
tive for other researchers. For example, researchers
initially worked on community engagement plans
that included a variety of stakeholders. This included
efforts to develop relationships and enter into Memo-
randa of Understanding with state agencies and pros-
ecutors to ensure the information gathered in the
study would remain confidential. It quickly became
clear that in states with punitive orientations, reach-
ing out to prosecutors and state officials could backfire
by informing them that the study was collecting infor-
mation that could be of value in a criminal prosecu-
tion. Thus, in states where this kind of collaboration
could be most helpful for protecting participants, it
was too risky to pursue.

Even screening prospective participants for eligibil-
ity for the study became ethically and legally fraught.
To determine eligibility for HBCD, researchers must
determine whether pregnant people will be able to
remain engaged and bring their child to study visits
over several years. Robust recruitment and retention
are necessary to ensure the study will be able to collect
representative and generalizable data that has value
for society. Eligibility screening questions could reveal
that a potential participant was planning to seek an
abortion. Accordingly, the HBCD study developed
screening questions that simply asked whether peo-
ple would be willing to remain in the study with their
child over time, along with a warning not to reveal too
much in states that instituted requirements to report
abortions. Study coordinators are also not asking peo-
ple their reasons for declining to participate to avoid
having participants reveal intent to seek an abortion.
Not asking these questions could hamper recruitment
efforts going forward, as the study will be unable to
identify and address common barriers to participation.

Determining eligibility for people who have used
substances in pregnancy is also challenging. In most
states, if a patient or research participant reports sub-
stance use to their doctor or a member of the research

team, this admission does not have to be reported to
state officials. Furthermore, unless reporting of infor-
mation is mandatory, the Certificate of Confidentiality
for the study that was automatically issued by the NTH
requires that researchers keep this information confi-
dential.?° Accordingly, to build a sample of pregnant
people who have used substances in pregnancy, the
HBCD study relied on self-reporting in most states,
even though that is less reliable than testing for sub-
stances directly.

Nevertheless, some states require that study inves-
tigators report substance use during pregnancy how-
ever the information is learned. In states with punitive
approaches to substance use, mandatory reporting
requirements could result in incarceration and loss
of child custody, rather than access to addiction treat-
ment. In those states, participants for the part of the
cohort that have used substances in pregnancy are
recruited from addiction treatment centers, as report-
ing has already occurred and will not need to be
repeated.

Additionally, many researchers initially felt an obli-
gation to provide ancillary care to participants who
need addiction treatment.?® However, if research-
ers were also acting as clinicians, this could generate
new reporting requirements related to substance use.
To maintain trust, demonstrate respect, and ensure
pregnant people who use substances have access to
the care they need and are often highly motivated to
seek, HBCD developed a robust referral network of
providers and places that provide treatment for preg-
nant people using substances. This strategy of pro-
viding referrals and warm hand-offs to other services
fulfilled the ancillary care obligations of beneficence
that researchers have, while also decreasing legal risk
of participation in a research study. If participants are
in treatment already, states typically do not require
reporting substance use as a form of abuse or neglect.

Protecting the confidentiality of the sensitive data in
HBCD requires multiple levels of security. For exam-
ple, toxicology and biospecimen assays for substances
will be collected from participants at their respective
study sites, but samples will be tested at a centralized
location and de-identified, meaning that individual
results will not be reported back to the participants
nor the local study sites. While this system strength-
ens confidentiality protections, it makes it difficult for
participants to receive information that may benefit
them. By adapting study design to accommodate puni-
tive state laws around substance use in pregnancy, the
benefits to research participants may be diminished
and the study’s findings less robust.
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Pilar Ossorio, an HBCD researcher,?? reviewed state
laws where study sites are located — an uncommon
task for research thatis not explicitly or implicitly about
law.23 While NTH has issued a Certificate of Confiden-
tiality (CoC) for this study, understanding the legal
limits of CoCs post-Dobbs is also important, as they
do not protect information if it is legally compelled or
the research participant has given consent to share it,
making it important to craft informed consent docu-
ments carefully so participants do not inadvertently
sign away privacy protections. This understanding of
state- and federal-level law and policy is necessary to
comprehend the potential risks that might be associ-
ated with laws on substance use and pregnancy, child

ITI. Recommendations

First, research teams and institutions should work to
understand the strengths and limits of confidential-
ity protections under existing federal research regu-
lations. Researchers have many tools to help protect
research participants from potential legal jeopardy.
For example, investigators can apply to obtain CoCs
to prohibit the disclosure of identifiable, sensitive
research information to anyone not connected to the
research except when the subject consents or if com-
pelled by law.3* NTH has strengthened CoCs in recent
years and issued them automatically for studies col-
lecting identifiable, sensitive information. However,
these protections are not ironclad, nor have they been

The experiences of HBCD investigators are illustrative of the obstacles
researchers and institutions will undoubtedly face moving forward in the
post-Dobbs era. Despite the potential public health benefits of this research,
it presents risks for the participants and the research team that are
challenging to navigate, as investigators recruiting pregnant people may
struggle to find willing participants and develop adequate protections
for them when laws take a punitive approach to abortion, substance use
during pregnancy, and any negative pregnancy outcomes that
could potentially be traced to maternal behavior.

abuse, newborn toxicology screenings, and the report-
ing requirements of researchers. Using this review to
make decisions about modifying the study design can
help protect participants from legal jeopardy. Addi-
tionally, safety monitoring approaches were carefully
designed to help determine whether a study could no
longer be safely conducted within a particular juris-
diction over time.

The experiences of HBCD investigators are illustra-
tive of the obstacles researchers and institutions will
undoubtedly face moving forward in the post-Dobbs
era. Despite the potential public health benefits of this
research, it presents risks for the participants and the
research team that are challenging to navigate. Inves-
tigators recruiting pregnant people may struggle to
find willing participants and develop adequate pro-
tections for them when laws take a punitive approach
to abortion, particularly if substance use during preg-
nancy and any negative pregnancy outcomes could
potentially be traced to maternal behavior.
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tested in light of the current reproductive regulatory
context.

Leslie Wolf and colleagues have emphasized the
importance of working with university counsel and
other parties involved in the IRB process to strengthen
existing confidentiality protections.?* They recom-
mend involving and educating relevant parties as to
the benefits and limits of CoCs to ensure the study is
able to take full advantage of the protections afforded
by CoCs. Whenever possible, if data may not be
entirely protected, those questions should be raised in
advance of initiating research. This type of knowledge
can prevent scenarios in which researchers inadver-
tently waive CoC protections, such as when a member
of the research team is asked to confirm whether a spe-
cific person is participating in a study. Furthermore, if
researchers are asked to supply any data in response to
a legal request, they should consult with institutional
counsel before responding, and ensure they provide
the minimal amount of information required by law.
Research teams should be prepared for legal demands
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for human subject research data and have a reason-
able strategy in place to address those inquiries.

Second, the research team should understand the
legal environment in which a study is conducted.
Although a study situated at a university may have a
supportive and mutually beneficial relationship with
its surrounding community, that may not be the case
when a study enters a space with which it does not
have longstanding ties; tensions may arise between
community members, institutions, or prospective
participants about the study. As has been the case
with HBCD, engaging with communities about the
research has facilitated relationships with organi-
zations and local authorities to benefit not only the
science but also the community members participat-
ing in the research. Whether through the creation of
Memoranda of Understanding with local prosecutors
when it is reasonable to do so, or by developing strong
referral networks for participants to access care or
services outside of the research, taking proactive steps
to appreciate the state or local circumstances should
make for a safer and more effective research environ-
ment. For some jurisdictions, however, such steps may
not be realistic.

Indeed, in some situations, conducting research
involving pregnant persons may raise the level of risk
substantially, perhaps even beyond what is permis-
sible in the federal regulations governing research or
international guidelines for protecting human sub-
jects. This brings us to a third recommendation: the
research environment must be monitored throughout
the duration of the research, and it may be necessary
to determine whether some settings are simply too
risky to undertake or continue research.

As noted above and in the symposium articles by
Bach and Carroll et al., some states have histories of
prosecuting people who have experienced miscar-
riages or stillbirths, or obtained abortions, particularly
in situations in which substance use was suspected or
confirmed. As states enact abortion bans, the risks
of criminal punishment could potentially increase.
Therefore, researchers must remain aware of ongoing
political circumstances, as the threat of legal action in
one state may differ from another.

Researchers, funders, and institutions should also
prepare to deal with political attacks and campaigns
by activists who may seek to discredit research, com-
promise scientific integrity, or imperil participants’
safety. While manufactured controversy is not novel,
it could have a newly destabilizing effect on ongoing
and future studies and erode public trust in research.
Researchers should establish a mechanism, such as an
oversight committee with bioethics, clinical, and legal

expertise, or an observational or data safety monitor-
ing board, to assess the legal environment at a study
site and determine when the environment may prove
too risky for pregnant research participants, the study
team, or both.

Finally, researchers must be stewards of change and
advocate for the populations with which they work.
For instance, researchers who study substance use
during pregnancy are better positioned than legisla-
tors to understand the evidentiary bases for substance
exposure harming a developing fetus, and which
approaches to addressing substance use are most
likely to help affected families and their children. As
laws governing substance use do not necessarily fol-
low evidence, researchers can use their expertise to
promote public, maternal, and child health.?¢ If law-
makers are concerned about protecting children and
supporting families, punitive approaches to substance
use in pregnancy are likely to be counterproductive.3?
Moreover, access to safe and legal abortion care is
critical for respecting the rights of pregnant people,
protecting their health,?8 and promoting the health of
their families.?

Conclusion

The story of research including pregnant people was
near total exclusion, and the uncertainty and harms it
has perpetuated are inexcusable in a country that pro-
claims to venerate parenthood, pregnancy, children,
and life. Despite recent commitments toward inclusion
of pregnant people in research, ongoing legal change
may sabotage recent progress. Researchers’ ethical
duties to promote beneficence and justice necessitate
preparing for evolving legal risks and providing pro-
spective and enrolled participants with the protection,
information, care, and respect they deserve.
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