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Through recent actions, the US Food and Drug Administration 
(FDA) has signalled its commitment to advancing research 
in pregnant and lactating people, recognising that data are 
needed to inform labelling and benefit-risk determinations. 
To this end, the agency collaborated with the Duke University 
Robert J. Margolis Center for Health Policy to convene a 
February 2021 public meeting about scientific and ethical 
issues associated with enrolling pregnant individuals in 
clinical trials for drug development. 

The US Department of Health and Human Services (HHS) Federal 
Policy for Protection of Human Research Subjects (45 Code of Federal 
Regulations [CFR] 46, subpart A) – also called the Common Rule – 
has removed a reference to pregnant people as “vulnerable.” The 
FDA is working to harmonise its regulations with the Common Rule, 
as noted in the October 2018 Guidance for Sponsors, Investigators, 
and Institutional Review Boards: Impact of Certain Provisions of 
the Revised Common Rule on FDA-Regulated Clinical Investigations 
(Final).

The meeting supported the objectives of the Task Force on 
Research Specific to Pregnant Women and Lactating Women 
(PRGLAC). The PRGLAC advises the secretary of the HHS on gaps 
in knowledge about and research on safe, effective therapies for 
pregnant and lactating individuals.

Labelling information for pregnant people typically is based on 
nonclinical data, “with or without limited human safety data,” the 
FDA states in its April 2018 Draft Guidance for Industry: Pregnant 
Women: Scientific and Ethical Considerations for Inclusion in Clinical 
Trials. Lack of information based on clinical data can mean providers 
and patients decide against treating underlying conditions, “which 
in some cases may result in more harm” to the parent and the foetus 
than if they had received treatment. In other cases, individuals who 
use medically necessary drugs may do so without understanding the 
benefits and risks to themselves or their foetuses.

As noted in the July 2020 Draft Guidance for Industry, Pregnancy, 
Lactation, and Reproductive Potential: Labelling for Human 
Prescription Drug and Biological Products – Content and Format 
(Revision 1), the pregnancy and lactation labelling rule requires 
sections 8.1 and 8.2 to include a risk summary, clinical considerations, 
human data (if available), and a summary of animal data. Section 8.3 
for females and males of reproductive potential includes subsections 
about pregnancy testing, contraception, and infertility.

FDA speakers at the public meeting said that risk assessment and 
benefit considerations (e.g., gestational age, seriousness of the disease, 
availability of treatment options) may vary depending on the setting. 
These considerations include the amount of data available to inform 
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safety, efficacy, and dosing; gestational age; the seriousness of the 
disease; and the availability of treatment options. Trials in the post-
market setting may be easier to conduct because investigators have 
more data to work with; areas to address include:

• Have the regulatory requirements been met?
• Opportunistic pharmacokinetic studies have minimal risk (e.g., 

blood samples from routine clinical care).
• Intervention trials may be appropriate if the benefit-risk is 

favourable.

Clinical trials for investigational new drugs applications (INDs) 
traditionally enrol males, postmenopausal individuals, and/or 
individuals of childbearing potential (with pregnancy testing and 
contraceptive use) within various study phases (see Figure 1). All 
reproductive studies, general toxicity, and genotoxicity are completed 
before pregnant individuals are enrolled. Generally, phase 1 enrols 
non-pregnant subjects and phases 2–3 enrol pregnant people.

Source: FDA slide presentation, 2–3 February 2021. FEED = fertility and early embryonic development; EFD 
= embryo-fetal development; PPND = pre/postnatal development

Figure 1. Timing of Reproductive Toxicity Studies During the IND

Further Information About the Draft Guidance
The April 2018 Draft Guidance for Industry: Pregnant Women: 
Scientific and Ethical Considerations for Inclusion in Clinical Trials 
identifies several reasons that justify including pregnant people in 
clinical trials:

• The lack of accessible, safe, and effective treatment options for 
pregnant individuals is a significant public health issue.

• The health of pregnant people and their foetuses can be 
compromised if the dose/dosing regimen, safety, and efficacy 
of treatments used during pregnancy are not established.

• In some cases, pregnant people and their foetuses directly 
benefit from participation in clinical trials, in ways not possible 
outside the research setting.

A section of the guidance, FDA Regulations That Govern 
Research in Pregnant Women, identifies 10 conditions that must be 
met in trials supported or conducted by HHS, as laid out in subpart 
B of 45 CFR 46, Additional Protections for Pregnant Women, Human 
Foetuses and Neonates Involved in Research. They are:

1.  Where scientifically appropriate, nonclinical studies (including 
in pregnant animals) and clinical studies have been conducted 
and provide risk information.
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2.  There must be the prospect of direct benefit to the pregnant 
individual or foetus; if there is no benefit, the risk to the foetus 
must be minimal and the purpose of the research must be the 
development of important biomedical knowledge that cannot 
be obtained by any other means.

3.  The trial involves the least possible risk for achieving the 
research objectives.

4.  Informed consent is obtained as described in 45 CFR 46, 
subpart A.

5.  If the prospect of direct benefit is solely for the foetus, then 
additional consent from the father is needed, unless he is 
unavailable, incompetent, has temporary incapacity, or the 
pregnancy results from rape or incest.

6.  Participants must be fully informed of the reasonably 
foreseeable impact of the research on the foetus or neonate.

7.  For children who are pregnant, assent and permission must be 
obtained.

8.  There can be no inducements for pregnancy termination.
9.  Investigators are not to be involved in decisions regarding 

pregnancy termination.
10.  Investigators are not to be involved in determining the viability 

of a neonate.

Other sections of the guidance address:

• General guidelines for including pregnant people in clinical 
trials.

• Disease type and availability of therapeutic options in the 
pregnant population.

• Timing of enrolment.
• Pharmacokinetic data.

• Collection and monitoring of safety data.
• Stopping a clinical trial that enrols pregnant subjects.

The FDA has stated that it may use input from the February 2021 
meeting to inform the finalization of the April 2018 draft guidance. 
According to the guidance, the agency “supports an informed 
and balanced approach to gathering data on the use of drugs and 
biological products during pregnancy through judicious inclusion of 
pregnant women in clinical trials and careful attention to potential 
foetal risk.” The document identifies scientific and ethical issues that 
should be addressed by sponsors who consider enrolling pregnant 
people in drug development trials. Related FDA publications for 
industry include the November 2020 final guidance: Enhancing 
the Diversity of Clinical Trial Populations – Eligibility Criteria, 
Enrolment Practices, and Trial Designs as well as two May 2019 draft 
guidance’s: Post approval Pregnancy Safety Studies and Clinical 
Lactation Studies: Considerations for Study Design.

In 2019, there were 3,745,540 births in the US, according to 
statistics by the Centers for Disease Control and Prevention (CDC). 
The fertility rate was 58.2 births per 1,000 females aged 15–44 
years, the CDC reported. From 2018–2019, birth rates decreased for 
females aged 15–34, remained virtually unchanged for women aged 
35–39, and increased for women in their early 40s.1
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