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Current Challenges

* Pregnant and lactating individuals are underrepresented in
research

— No regulatory requirement to include in drug development

— Need for shift in paradigm from automatic exclusion to presumed
eligibility and thoughtful inclusion

— Move from “protect from research” to “protect through
research”

— Industry concerns re: liability, lack of incentives, etc.



FDA Perspective
Committed to advancing research in pregnant and lactating
individuals

— Lack of data in pregnant and lactating individuals is a public
health issue

— Data needed to inform benefit-risk considerations
— FDA supports innovative approaches to advance the science
FDA has published several guidances

— To advance data collection in pregnant and lactating individuals

Participant in Task Force on Research Specific to Pregnant
Women and Lactating Women (PRGLAC)



Task Force on Research Specific to
Pregnant and Lactating Women (PRGLAC)

* Required under the 215t Century Cures Act of 2016

* Obijectives: Identify and address gaps in
knowledge and research regarding safe and
effective therapies for pregnant women and
lactating women

* Prepare areport and recommendations to the
Secretary of the Department of Health and
Human Services (first report completed
September 2018; Implementation Report
published October 2020)

https://www.nichd.nih.gov/about/advisory/PRGLAC




PRGLAC Reports Take-Aways

Include and integrate pregnant/lactating individuals in the
clinical research agenda

Address barriers to research (ethical considerations,
liability concerns, and potential incentives)

Need to develop research tools and strategies
— Physiologically Based Pharmacokinetic (PBPK) Modeling

Fostering education and awareness
Creating partnerships



FDA Efforts to Advance Drug Development and
Data Collection in Pregnant and Lactating Individuals:
Guidances




Pregnancy and Lactation

Pregnant Women:
Scientific and Ethical
Considerations for
Inclusion in Clinical Trials
Guidance for Industry

DRAFT GUIDANCE

“This guidance document is being distributed for comment purposes only.

Commes ding this draft document should be submiticd within 60 days of
publication in the h.mmmm of the notice announcing the avalability of the draft
guidance. Submit electronic comments to hitps:/www.regulations.gov. Submit writien.
comments to the Dockets Management Staff (HFA-305), Food and Drug Administration, 5630
Fishers Lane, Rm. 1061, Rockville, MD 20852. All comments should be identified with the
docket number listed in the notice of availability that publishes in the Federal Regisier

For questions regarding this draft document, contact the Division of Pediatric and Matemal
Health (CDER) at (301) 796-2200 o the Office of Communication, Ouireach, and Development
(CBER) at 800-835-4709 or 240-402-8010.

U.S. Department of Health and Human Services
od and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

April 2018
ClinicalMedical
Revision |

Guidances

Postapproval
Pregnancy Safety
Studies

Guidance for Industry

DRAFT GUIDANCE
“This guidance document is being distributed for comment purposes only.

Comments arding this drafi document should be submitted within 60 days of
publication in the Fedral nmw of the molice announcing the availability of the draft
guidance. Submit lectronic comments to hitps:/Awww.regulations.gov. Submit written
comments to the Dockets Management Staff (HF A-305), Food and Drug Administration, 5630
Fishers Lane, Rm. 1061, Rockville, MD 20852. All comments should be identificd with the
docket number lsted in the notice of availability that publishes n the Federal Register.

For questions regarding this draft document, contact (CDER) Denise Johnson-Lyles at 301.796-
6169 or (CBER) the Office of Communication, Ouircach, and Development at 800-835-4709 or
240-402-8010.

U.S, Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologies Evaluation and Research (CBER)

May 2019
Clinical/Medical

Clinical Lactation
Studies: Considerations
for Study Design

Guidance for Industry

DRAFT GUIDANCE

This guidance document s being distributed for comment purposes only.

Comment; regarding this drafl document should be submittcd within 60 days of
publhulml\ in the Federal Register of the notice announcing the availability of the draft
guidance, Submit lectronic comments to htps:/www.regulations.gov. Submit written
‘comments to the Dockets Management Staff (HFA-305), Food and Drug Administration, 5630
Fishers Lane, Rm. 1061, Rockville, MD 20852, Al comments should be identified with the
docket number listed inthe notice of availability that publishes in the Federal Regiser

For questions regarding this draft document, contact (CDER) Jian Wang at 301-796-3846 or
(CBER) the Office of Communication, Outreach, and Development at 800-835-4709 or 240-402-
8010

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

May 2019
Clinical/Medieal

50119



Guidances that Discuss Pregnancy PK Data Collection FOA

Enhancing the Diversity of
Clinical Trial Populations —
Eligibility Criteria,
Enrollment Practices, and

Trial Designs
Guidance for Industry

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluarion and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

November 2020
Clinical/Medical

COVID-19: Developing
Drugs and Biological
Products for Treatment or

Prevention
Guidance for Industry

T.5. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

February 2021
This document supersedes the guidance of the same title issued on May 11, 2020,
ClinicalMedical

Guidance for Industry

Pharmacokinetics in Pregnancy —
Study Design, Data Analysis,

and Impact on Dosing and Labeling

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.

‘Comments and suggestions regarding this draft document should be submitted within 60 days o
publication in the Federal Register of the notice announcing the availability of the draft guidang
Submit comments to the Division of Dockets Management (HFA-305), Food and Drug
Administration, 5630 Fishers Lane, rm. 1061, Rockville, MD 20852. All comments should be

identified with the docket number listed in the notice of availability that publishes in the Federa
Register.

For questions regarding this draft document contact (CDER) Kathleen Uhl 301-443-5157.

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)

October 2004
Clinical Pharmacology




Guidances to Advance Drug Development and
Data Collection in Pregnant and Lactating Individual

Pregnant and lactating individuals are an
important segment of the population that
need to be studied

Early and thoughtful consideration are
needed to avoid delays

Safety, and dosing data are key
Innovative research strategies are needed
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Pregnancy-Fetal PB PK Modeling
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Clinical Pharmacakinetics
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DRUG INFORMATION

9 information.

Physiologically Based Pharmacokinetic Modeling of Sertraline Dosing in
Pregnancy

Pregnant women are a special and vulnerable population with respect to drug therapy but have
often been excluded from clinical trials. CDER researchers and NCTR collaborators are working
to develop quantitative predictive modeling tools to ensure that drug treatment during pregnancy
maximizes matemal therapeutic benefit while minimizing fetal risk.



Pregnancy-Fetal PB PK Modeling Potential Uses

* Simulate exposure in pregnancy to inform the design and
conduct of PK studies

e Support decision making about dose selection and PK
sampling times when clinical data are sparse (need for
fewer patients is an advantage)

e Support dosing in pregnancy
* Inform fetal exposure and toxicity

* Inform neonatal drug concentrations
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Pregnancy-Fetal PB PK Modeling Considerations

* Are the clearance pathway(s) of the drug well verified

* Can the drug model predict the PK of the drug in
nonpregnant populations

e Can the pregnancy-fetal-neonatal model predict the PK of
drug products with similar absorption, distribution,
metabolism, and elimination
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Summary

FDA is committed to advancing clinical research in pregnant
individuals

Growing recognition of the critical importance of data when
treating pregnant individuals

Innovative approaches such as pregnancy-fetal-neonatal PBPK
modeling have great potential

Stakeholder collaboration is essential to move forward
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Thank You
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