
Ethical Considerations 
for Enrolling Pregnant Individuals 

in Clinical Studies
Anne Drapkin Lyerly, MD, MA

Professor, Department of Social Medicine
Center for Bioethics





History of exclusion
• First wave: 

• Early 1990s, women and their health interests under-
represented in research

• 1993 NIH Revitalization Act
• Women now a majority of research participants; gaps remain 

• Second wave: 
• Pregnant people and their health interests still under-

represented in research
• Result is a dearth of information to guide care
• Second Wave Initiative: ethics requires inclusion



Critical evidence gaps and their costs



Barriers Drug 
development 
and approval 

pathway

Risk reasoning 

Protectionism

Lack of training 
and experience

Legal and 
logistical 

challenges

Justificatory 
asymmetry

Myths and 
misconceptions

“quixotic quest” 
to eliminate fetal risk



Risk shifting 

Research Clinical

Risk



Three Conceptual Shifts



Ethical Foundations

Reproductive Justice 
The right to have children
The right not to have children
The right to nurture children in a safe and healthy environment
https://www.sistersong.net/reproductive-justice



hivpregnancyethics.org

PHASES Guidance (July 2020)

← 26-member international, 
interdisciplinary Working 
Group

← Qualitative research, 
workshops, consultations

Pregnancy and HIV/AIDS: Seeking Equitable Study



Recommendations (12)

Building Capacity (3)

Supporting Inclusion (3)

Achieving Priority Research (3)

Ensuring Respect (3)



Drug industry – commit to pursuing PK studies  
Regulators – encourage and require up to authority   
Funders – support post-approval when not achieved by industry



Ethical complexities

consent                                                 risk                                                    timing



Consent
HHS requirements – paternal consent

YES

NO

PDB mother?

PDB fetus? YES

NO
(if minimal risk to fetus and information 
cannot be obtained by other means)

NO

Consent of pregnant 
woman [Subpart A]

Consent of pregnant 
woman and father

[Subpart B]

PK



Risk (and benefit)

Neither
woman nor fetus

Either
woman or fetus (or both)

Fetal RRR capped 
at minimal risk

e.g. Phase I/!!, PK

Reasonable ratio of 
risk to benefit

e.g. Phase III 

Little, PRGLAC 2017

PDB?
(Prospect of 

Direct Benefit)

PK

 Contrasts pediatrics, which allows “minor increase over minimal risk”
 Opportunistic studies offer a potential workaround, but at a cost…



Timing
• Human pregnancy data usually gathered post-approval, if at all

• Avoids risk conundrum (e.g., PK studies)
• Avoids exposure to investigational drug or vaccine
• Addresses (some) liability concerns
• Financially advantageous 

• Delays are extensive, and consequential
• Average delay for PK data for ARTs (HIV) = 6 years 
• In the meantime, pregnant persons may receive ineffective treatment

• Risks to woman and fetus (Cobicistat)
• Compromise trial results (Glyburide)

• Earlier, clinically actionable PK data are an ethical priority



Conclusions
• Broad recognition that research in pregnancy is an ethical imperative and a 

matter of reproductive justice
• Pregnant people deserve protection, access, and respect

• PK studies are a crucial element of this imperative

• Immediate opportunities for progress, though complexities remain
• Consent in accordance with Subpart A
• Many studies can be conducted without RRR (“low hanging fruit”)
• Minimal risk standard is limiting, more stringent than pediatrics
• Timing and incentives require attention



Thank you!
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hivpregnancyethics.org
@pregnancyethics
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