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New Pregnancy Labelling for Risk Communication 

A much-anticipated push toward improved medical 
communication is happening in June, when a final rule 
takes effect to revise an outdated prescription labelling 
system in the US for pregnancy. The proposed rule was 
issued in May 2008. For approved drug and biological 
product applications that are subject to the Physician 
Labeling Rule (PLR), the final rule requirements will be 
gradually phased in. 

For more than 30 years, pregnant women and their 
providers have turned to product labelling to find 
particular risk/benefit information described under one of 
five pregnancy categories (A, B, C, D, or X). The US Food 
and Drug Administration (FDA) adopted this category 
system in 1979 to convey risk and benefit information 
related to potential or documented human teratogenic 
risk and potential maternal/foetal benefits associated 
with drug treatment during pregnancy.

In December 2014, the FDA issued a final rule1 that 
includes elimination of the pregnancy category system, 
which the agency notes “has long been criticised as being 
confusing and overly simplistic.” The FDA learned through 
experience and stakeholder feedback that the pregnancy 
categories:

• were heavily relied upon by clinicians but 
misinterpreted, misunderstood, and incorrectly used 
as a grading system where foetal risk increased from 
A to X;

• gave the incorrect impression that drugs in the same 
category carried the same risk or potential for human 
adverse developmental outcomes;

• did not discriminate among risk information obtained 
from non-clinical animal studies and post-marketing 
human studies and did not discriminate among 
drugs associated with adverse outcomes of differing 
severity or incidence; and 

• focused on structural abnormalities and thus did 
not adequately address the full range of potential 
developmental toxicities.

Through a specially established internal working group, 
the FDA carefully investigated a “multitude of models”1,2 

to determine whether a different pregnancy category 
system could communicate differences in degrees of 
maternal and foetal risk both accurately and consistently. 
One idea was to develop a new model that would use 
alpha-numeric symbols or character/graphics to represent 
a continuum of risk. This approach included generating 
tables and matrices of evidence-based criteria that might 
underlie each category along the risk continuum. When 
the working group applied these criteria to actual animal 
and human data findings for drugs with identified risk 
profiles, none of the models produced differentiations of 
risk that were clinically informative and reliable.

Thus, the FDA concluded that using a category system 
to characterise the risks of using drugs during pregnancy 
would not be appropriate because of the complexity of 
medical decision-making needed when determining safe 
medication use in pregnant women. 

Under the December 2014 final rule, narrative 
summaries of the risks of drug use during pregnancy 
and discussions of the data supporting those summaries 
are required in labelling. This approach, the FDA states, 
is best able to capture and convey the potential risks 
of drug exposure based on animal or human data, or 
both. Moreover, it is consistent with other aspects of 
product labelling; for instance, numeric or letter or other 
categorical gradations of risk have never been used for 
safety labelling because safety and risk are complex 
constructs in clinical medicine. 

Apart from elimination of the pregnancy categories, 
the final rule also requires that for the labelling of certain 
drug products, the subsections “Pregnancy,” “Labor 
and delivery,” and “Nursing mothers” be replaced by 
three subsections entitled “Pregnancy” (which includes 
information on labour and delivery), “Lactation,” and 
a new subsection, “Females and Males of Reproductive 
Potential,” which provides information on pregnancy 
testing, contraception, and infertility.

Through implementing the various changes to the 
labelling subsections, the FDA concluded that following 
a standardised structure is essential for effective 
communication. Also, the final rule would ensure that 
these subsections contain the most up-to-date information 
available and provide prescribers with clinically relevant 
data that they can use in their decision-making processes.
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In terms of implementation timeframe, prescription 
drug labelling for all applications (including new drug 
applications [NDAs], biologics license applications [BLAs], 
or efficacy supplements) that must follow the 
requirements of the PLR (i.e., those approved on or after 
June 30, 2001) must have revisions to the content and 
format of their pregnancy and lactation sections in 
labelling according to the implementation schedule 
published in the final rule. Holders of applications 
approved before June 30, 2001 (i.e., applications not 
subject to the PLR), would not be required to implement 
the new content and format changes. Instead, if the 
labelling for such applications contains a pregnancy 
category, the application holders would be required to 
remove the pregnancy category designation by three 
years after the effective date of the final rule.

Concurrent with the final rule, the FDA issued a draft 
guidance for industry on “Pregnancy, Lactation, and 
Reproductive Potential: Labeling for Human Prescription 
Drug and Biological Products—Content and Format.”3 
This document is intended to assist applicants in drafting 
the Pregnancy, Lactation, and Females and Males of 
Reproductive Potential subsections of labelling for 
prescription drug and biological products. It provides 
recommendations for applicants revising labelling of 
already approved products and for applicants drafting 
labelling for new products that will be submitted as part 
of an NDA, BLA, or efficacy supplements to approved 
NDAs or BLAs.

To ensure that the FDA considers public feedback on 
the draft guidance before it begins work on the final 
version, the agency is requesting the submission of 
comments by February 2, 2015 (Docket No. FDA-
2014-D-1551).4
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