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My charge to consider for this meeting:

› What has been your experience / history with PLLR 
development and what are your thoughts now?

› What is your counseling approach in the face of lack of safety 
data or conflicting / uncertain human safety data.

› What is the impact of medicolegal considerations in counseling 
patients about treatment – what matters?

› What do Ob/Gyns want in labeling?
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1998 Pregnancy
Labeling
Taskforce

Three Major Tasks
1.  Examine current regulations 
2.  Recommend changes
3.  Consider bigger picture of related needs
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“One comment suggested that 
depression should not be treated 
pharmacologically during pregnancy, 
whereas a separate comment suggested 
that FDA ban the use of all drugs and        
vaccines during                       
pregnancy.”



“FDA received 16 comments from 
physicians, pharmacists, pharmacy 
associations, nurses, manufacturers, drug 
safety consultants and individual consumers, 
requesting that FDA either retain the 
pregnancy category system, or replace                           
the pregnancy category system with       
another standardized schema.” 



(Response) “Through experience and 
stakeholder feedback, FDA learned that 
the pregnancy categories were heavily 
relied upon by clinicians but 
misinterpreted, misunderstood, and 
erroneously used as a                     
grading system where                         
fetal risk increased                               
from A to X.”



Pregnancy and Lactation Labeling Rule

Updates:  ‘‘[w]hen new human data concerning the 
use of a drug during pregnancy becomes available, if 
that information is clinically relevant, FDA believes 
that it is necessary for the safe and effective use of 
the drug and, therefore, the pregnancy subsection of 
the labeling must be updated to include that 
information.”



Pregnancy and Lactation Labeling Rule

FDA believes that it is necessary for the safe and 
effective use of the drug and, therefore, the pregnancy 
subsection of the labeling must be updated to include 
that information. Failure to include clinically relevant 
new information about the use of a drug during 
pregnancy could cause the drug's labeling to become 
inaccurate, false, or misleading"
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The example of Lamotrigine
Original approval 12/27/1994

Indications as of  2015



AED use in Europe 2004-2010, n ≈ 11,000
Charlton  Pharmacoepi Drug Safety 2015;24:1144



AED use in Europe 2004-2010 n= 11,000
Charlton  Pharmacoepi Drug Safety 2015;24:1144



Website 
accessed 

February 25, 
2018



Holmes  Neurology 2008;70:2152



Holmes  Neurology 2008;70:2152



Hernandez-Diaz  Neurology 2012;78:1692

“We published a risk of oral clefts of 7.3 per 1,000 among 
[684] users of lamotrigine monotherapy. With a larger sample 
size [1,562], the estimate is now 4.5 per 1,000 (95% CI 2.0 –
8.8). Other studies have reported lower risks of oral clefts after 
first-trimester lamotrigine exposure: 1–2.5 per 1,000.”
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Comparative risks major congenital malformations
Veroniki BMC Medicine 2017;15:95



Comparative risks all cause fetal losses
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Comparative risks IUGR
Veroniki BMC Medicine 2017;15:95



Comparative risks Preterm Birth
Veroniki BMC Medicine 2017;15:95



Lamotrigine label  3/24/2015



Principles of Counseling

• How important is the medication during pregnancy?
• If needed, could it be suspended during organogenesis?
• Individual birth defects vs. all birth defects
• Relative risks vs. absolute risks
• There are potential fetal risks of in utero drug exposure other 

than classic birth defects
• Discuss the quantity and quality of the data available to address 

the various risks especially confounding by indication
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Principles of Counseling

• Document
• Document
• Document
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What do Ob/Gyns want in labeling?

› Internet based resource
› Publicly available
›Accessible language
›Current & Reliable
›Evidence based
›Legally dominant 

expert opinion 
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