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Background

e Six million pregnancies in the US every year

e During postpartum, women use drugs to manage
chronic medical conditions, alleviate pain, or treat
new conditions (i.e., infections, postpartum
depression)

e (Collecting data to inform safe use of drugs during
lactation is an important public health issue
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Sparse Information on Lactation
and Drug Use

e Information on drug use in lactating women is
often collected in the post-marketing period

e Information collected at lesser frequency than
information on drug use during pregnancy

e The lack of information may lead to a decision to
discontinue breastfeeding

e The benefits of breastfeeding for the mother and
infant are lost unnecessarily.
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Benefits of breastfeeding:  most complete nutrition for infants, decreases incidence/severity of infections, reduces infant mortality and rates of sudden infant death syndrome in the first year of life.  For mother, reduction in postpartum bleeding, earlier return to pre-pregnancy weight, reduced risk of premenopausal breast cancer, reduced risk of osteoporosis (DHHS 2000, AAP Section on Breastfeeding 2012)
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Limitations of Animal Studies

and Drug Use during Lactation

e Available pre-marketing data from animal studies
often obtained from the pre-/postnatal study

— Drug is measured for presence in animal milk,
sometimes milk:plasma ratio is determined

— Confounding drug exposure from milk with in utero
exposure

e Dedicated animal lactation studies are conducted
infrequently

e Species-specific differences in lactation physiology,
means animal data do not reliably predict levels in
human milk

Division of Pediatric and Maternal Health/ CDER/ FDA
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Regulatory History

e 2005: Draft Guidance for Industry - Clinical
Lactation Studies

e 2007: FDA Amendments Act (FDAAA) authorizes
FDA to require certain postmarketing studies and
clinical trials for prescription drugs and biologics
at the time of approval or after approval if FDA
becomes aware of new safety information’

e 2014: Pregnancy and Lactation Labeling Rule is
finalized

T Guidance for Industry Postmarketing Studies and Clinical Trials — Implementation
of Section 505(0)(3) of the Federal Food, Drug, and Cosmetic Act (2011

FDA/CDER/OND/ODEIV/DPMH
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Postmarketing studies and clinical trials may be required for any or all of three purposes:
•To assess a known serious risk related to the use of the drug
•To assess signals of serious risk related to the use of the drug
•To identify an unexpected serious risk when available data indicates the potential for a serious risk

In some cases, FDA may be concerned about a risk and believe that it is serious, but may not know enough about the risk to determine how to address the risk in labeling and what information would be appropriate to include. In such a case, FDA can require a postmarketing study or clinical trial to obtain more information. 

Per Appendix A:  Definition:  New safety information with respect to a drug, means information derived from a clinical trial, an adverse event report, a postapproval study (including a study under section 505(o)(3)), or peer-reviewed biomedical literature; data derived from the postmarket risk identification and analysis system under section 505(k); or other scientific data deemed appropriate by the Secretary (of Health and Human Services) about —
(A)
a serious risk or unexpected serious risk associated with use of the drug that the Secretary has become aware of (that may be based on a new analysis of existing information) since the drug was approved, since the risk evaluation and mitigation strategy was required, or since the last assessment of the approved risk evaluation and mitigation strategy for the drug; or
(B)
the effectiveness of the approved risk evaluation and mitigation strategy for the drug obtained since the last assessment of such strategy.
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Draft Guidance for Industry (2005) '

“Guidance for Industry: Clinical Lactation Studies -
Study Design, Data Analysis, and Recommendations
for Labeling”

e Currently undergoing revision
e Will be re-issued as a dratft, not final guidance

FDA/CDER/OND/ODEIV/DPMH 9



r_? U.S. Food and Drug Administration
IDA_ Protecting and Promoting Public Health

www.fda.gov

Per Draft Guidance:
Current Clinical Lactation Study Designs

Human

Design Options Milk/Maternal
Plasma Study

Data that can be obtained
Presence of drug in human milk

Drug concentration in human milk

Calculated daily infant dose (based on average infant milk intake or on
changes in infant weight from before until after a feeding)

Effects of a drug on milk production and composition (if the drug is
stopped or started during lactation)

Limited information about adverse effects of drug on breastfed infant

Urine concentrations of drug and/or metabolites u u

FDA/CDER/OND/ODEIV/DPMH
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The 2005 draft guidance describes two study designs; both with the opportunity to collect data on the presence and amount of drug in breastmilk, effects on milk production and effects on the breastfed infant.  

This workshop with help to provide further advise on study designs that may be incorporated into the revised guidance.
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Clinical Lactation Study PMRs

e When drugis e When drug use in
absorbed systemically  females of reproductive

e When thereisa potential is anticipated
potential safety risk

based on mechanism
of action, animal data,
and/or serious
adverse reactions
demonstrated in adult
clinical trials

e Areview of ClinTrials.gov
showed 8 products have
postmarketing clinical
lactation studies

FDA/CDER/OND/ODEIV/DPMH
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e Effective date June 30, 2015.

e ALL prescription drugs to remove pregnancy
letter categories over the next 2-4 years

e Prescription drugs approved on or after June 30,
2001 have additional content and formatting
requirements

e Prescription drugs approved prior to June 30,
2001 must remove pregnancy letter category

The following presentation is for educational purposes only. Questions regarding
product specific labeling should be referred to the Center/Division responsible for
regulation of that product.

FDA/CDER/OND/ODEIV/DPMH
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-Pre-2001 may be encouraged to comply with more content if nothing remains once pregnancy letter category is removed.
-Generic drug products will follow on when innovator has complied with PLLR format
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PLLR

e Reorganizes information in prescription drug
labeling to more clearly describe available data to
aid decisions and counseling of patients using
prescription drugs.

e Available information from the post-marketing
experience will be used to update labeling
— Published literature review

— PMR Clinical Lactation Study Report

- Relevant cases reported from the applicant’s
postmarketing database

FDA/CDER/OND/ODEIV/DPMH




Q U.S. Food and Drug Administration
m Protecting and Promoting Public Health

www.fda.gov

PLLR Changes

Prescription Drug Labeling Sections 8.1 - 8.3 USE IN SPECIFIC POPULATIONS

[effective June 30, 2015)

‘ Lactation
8.2 Labor and Delivery 8.2 =~ ... Nursing Mothers
NEW
8.3 Females and Males of
*9 Reproductive Potential

8.3 Nursing Mothers
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PLLR - Changes to Labeling

8. USE IN SPECIAL POPULATIONS

8.1 Pregnancy*
Pregnancy Registry
Risk Summary* Pregnancy Testing
Risk Summary*
. Clinical Contraception
Clinical Considerations
Considerations Infertility
Data
Data
*Required heading

See draft guidance: Pregnancy, Lactation, and Reproductive Potential: Labeling for Human Prescription

Drug and Biological Products — Content and Format.
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http://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm425398.pdf
http://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm425398.pdf
http://www.fda.gov/ucm/groups/fdagov-public/@fdagov-drugs-gen/documents/document/ucm425398.pdf
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8.2 Lactation

e Three headings:
— Risk Summary*
— Clinical

Considerations

- Data

e Information is
summarized to convey
the most relevant
information

*Required heading

FDA/CDER/OND/ODEIV/DPMH
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8.2 Lactation - Risk Summary

e Systemic drug absorption
— Presence of drug in milk*
e Concentration in milk
e Actual or estimated infant daily dose
— Effects of drug on the breastfed infant*
— Effects of the drug on milk production*
— Risk/Benefit Statement

*if unknown, must state so.

Division of Pediatric and Maternal Health
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No drug systemic absorption

“[TRADENAME] is not absorbed systemically by the mother following (route of administration) and breastfeeding is not expected to result in exposure of the infant to [drugname].”
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Example: s
8.2 Lactation- Risk Summary

Risk Summary

Limited published literature based on breast milk sampling from
five mothers, reports that [drugname] is present in human milk,
which resulted in infant doses of 0.16% to 0.7% of the maternal

'Required: The developmental and health !

. benetfits of breastfeeding should be considered

1 along with the mother’s clinical need for
TRADENAME and any potential adverse effects
on the breastfed child from TRADENAME or from

| ' the underlying maternal condition.

maternal condition.

n
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Example: oo
8.2 Lactation- Risk Summary-
Safety Concerns

Risk Summary
[Drugname] is present in human milk. A pubhshed lactatlon study reports

variab’ st
milkw EXample: Because of the potential for

mothe serious adverse reactions, including . .

:tsjgfe advise patients that breastfeeding is not

includ recommended during treatment with s of
the dr TRADENAME.

produc..c... oo ol cc o S aas Ao s s v et o et e ann)
including excess sedatlon and respiratory depression in a breastfed infant,
advise patients that breastfeeding is not recommended during treatment
with [TRADENAME] .

~ - 3
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8.2 Lactation -
Clinical Considerations and Data

e (Clinical Considerations
— Minimizing exposure to the breastfed infant
— Monitoring the breastfed infant for Adverse Reactions

e Data - Include only when information are available
— Description of clinical lactation study/data

— Description of animal lactation study (only if there are
no human data)

Division of Pediatric and Maternal Health/ CDER/ FDA
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SUMMARY/CONCLUSION
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Summary icagor

e Limited information available on drug use in
lactating women.

e Postmarketing studies required when there is a
safety concern.

e When new information is available, the labeling
must be updated.

e PLLR provides a more structured approach to
labeling to help more clearly describe available
data that can be used to aid in complex
risk/benefit discussions between prescribers and
their patients.

Division of Pediatric and Maternal Health/ CDER/ FDA
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Conclusion

 There remains significant gaps in the information
needed to inform safe use of drugs in lactating
women

e PLLR propels forward the conversation on how to
gather the needed information

o All stakeholders will need to work together to
proactively seek information to fill the gaps.

FDA/CDER/OND/ODEIV/DPMH
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Thank you
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RESOURCES
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PLLR Website

AtoZIndex | FollowFDA | EnEspaficl

ID / U.S. Food and Drug Administration
r A_ Protecting and Promoting Your Health _ Q

Home | Food | Drugs | Medical Devices | Radiation-Emitting Products | Vaccines, Blood & Biclogics | Animal & Veterinary | Cosmetics | Tobacco Products

Drugs = A

Home » Drugs » Development & Approval Process (Drugs) » Development Resources » Labeling

Pregnancy and Lactation Labeling Final Rule

Development Resources [12/3/14] The FDA published the Content and Format of Labeling for Human Prescription Drug and Biological
Products;, Requirements for Pregnancy and Lactation Labeling, referred 1o as the “Pregnancy and Lactation
Labeling Labeling Rule” (PLLR or final rule).

» Pregnancy and Lactation The PLLR requires changes o the content and format for information presented in prescription drug labeling in the
Labeling Final Rule Physician Labeling Rule (PLR) format to assist health care providers in assessing benefit versus risk and in
subsequent counseling of pregnant women and nursing mothers who need to take medication, thus allowing them
to make informed and educated decisions for themselves and their children. The PLLR removes pregnancy letter
categories — A, B, C, D and X. The PLLR also requires the label to be updated when information becomes
outdated.

Below is a comparison of the current prescription drug labeling with the new PLLR labeling requirements.

Prescription Drug Labeling Sections 8.1 - 8.3 USE IN SPECIFIC POPULATIONS

CURRENT LABELING NEW LABELING

[effective June 30, 2015)

8.2 Labor and Delivery g.9 Lactation

includes Nursing Mothers




Pregnancy Registry Website

-
t{f: U.5. Department of Health and Human Services
b

Ato £ Index Follow FDA En Esparficl

rLJ U.S. Food and Drug Administration
IDA, Protecting and Promoting Your Health _ Q

Medical Devices Radiation-Emitting Products | VWaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Tobacco Products

Science & Research

Home » Science & Research » Science and Research Special Topics » Women's Health Research

Pregnancy Registry Information for Health
OWH Research and PrOfeSSIOna IS

Development Program

f SHARE | @ ET | im LiNKeEDIN | @ PINIT | B EMAIL | &b FRINT
OWH Research Initiatives

OWH Presentations and Find a Registry

Publications
Sign Up Your Patients

Understanding Sex Differences _ . ) ) Buttons
Enrolling your patients in a pregnancy exposure registry

can help improve safety information for medicines used
during pregnancy and can be used to update drug
labeling.

Women in Clinical Trials

Pregnancy Registries

1. Check the list of registries. The list includes the
website and phone number for you to contact each
registry.

2. Encourage your patients to enroll.
Remind your patients that they will not be given an
experimental drug. Pregnancy registries collect Copy this code to add the small size

information on pregnancy outcomes in women who are Pregnancy Registry Buttons to your site:
already taking medication. (150X150 pixels)
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PLLR Resources

e Draft Guidance for Industry: Pregnancy, Lactation, and
Reproductive Potential: Labeling for Human Prescription
Drug and Biological Products — Content and Format
http://www.fda.gov/downloads/drugs/guidancecomplian
ceregulatoryinformation/guidances/ucm425398.pdf

e Pregnancy and Lactation Labeling Final Rule
http: //www.fda.gov/Drugs/DevelopmentApprovalProcess
/DevelopmentResources/Labeling/ucm093307.htm

e Physician’s Labeling Rule Requirements for Prescribing
Information
http: //www.fda.gov/Drugs/GuidanceComplianceRegulato
rylnformation/LawsActsandRules /ucm084159.htm

FDA/CDER/OND/ODEIV/DPMH
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Where to find product labeiihg'
and other resources

e Drugs @FDA
http: //www.accessdata.fda.gov/scripts/cder/drugsatfda/i
ndex.cfm

e Daily Med (National Library of Medicine)

http://dailymed.nlm.nih.gov/dailymed/about.cfm

e LactMed (National Library of Medicine)
http: //toxnet.nlm.nih.gov/newtoxnet/lactmed.htm

e CDC (Centers for Disease Control)
http: //www.cdc.gov/pregnancy/meds/index.html

Division of Pediatric and Maternal Health/ CDER/ FDA
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Timeline of the PLLR

1979 1994 1997- 2003 2008 - 2013 2014
Pregnancy Pregnancy Proposed
Categories Labeling Rule written g;?jf:dP.LLR AL
established Initiative with new revised after published
by begins labeling public December 4
regulation format T

I 2006

Expert input; Advisory Physician Labeling Rule
Commiittees, focus (PLR); revises content and
groups format of entire labeling



Presenter
Presentation Notes
Early 1960s:  Thalidomide teratogenicity first described
Thousands of infants were born in Western Europe with severe limb deformities
November 1960:  Dr. Frances Kelsey refused to approve Thalidomide in the U.S.
1962: Congress enacted the Kefauver-Harris amendments to the Federal Food, Drug and Cosmetic Act. Manufacturers had to:
prove that a drug was safe and effective monitor safety reports that emerged post-market adhere to good manufacturing practices
1970s: Clinicians faced with an increase in information
 
2006:  Physician Labeling Rule (PLR) -- Pregnancy and Lactation labeling subsection revisions were deferred when PLR was published in 2006
2008:  Proposed PLLR
2014:  Final PLLR; Amends the PLR to address the deferred subsections
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Intent of PLLR

e Provide the prescriber with relevant information
for critical decision-making when treating
pregnant or lactating women

e More complete statement of the known risks
based on the available data

e Considerations of medical/disease factors

e Animal data put in context of human exposure
e Human data added when available

e Explicitly states when no data are available

Division of Pediatric and Maternal Health/ CDER/ FDA
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8.1 Pregnancy

e Four headings
- Pregnancy Exposure
Registry
— Risk Summary*
— Clinical Considerations
- Data

*Required heading

FDA/CDER/OND/ODEIV/DPMH
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8.3 Females and Males
of Reproductive Potential

e Include when there are requirements or
recommendations for pregnancy testing and/or
contraception and/or when human and/or animal
data suggest drug effects on fertility

e Three headings
- Pregnancy Testing
— Contraception
— Infertility

FDA/CDER/OND/ODEIV/DPMH
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