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The Division asked the manufacturers of all antiepileptic drugs to submit labeling
language and Medication Guides that discuss the risk for suicidal thoughts and behaviors
associated with the use of these medications. The Division’s request was based on the
results of a meta-analysis of randomized, placebo-controlled controlled, clinical trial data
that found an increased risk of suicidal thoughts and behaviors with antiepileptic drugs.
The Division specifically requested class labeling, including a WARNING statement or
WARNINGS and PRECAUTIONS statement for PLR labels, an Information for Patients
statement, as well as a Medication Guide, and a Risk Evaluation and Mitigation Strategy
(REMS). The Division also asked manufacturers to include language informing
prescribers and patients about the North American Antiepileptic Drug (NAAED)
Pregnancy Registry. This memo reviews GSK’s response to the Division’s request for
their antiepileptic drug, lamotrigine (Lamictal®).
There was some discussion concerning how to integrate warnings concerning suicidality
both into labeling and into a comprehensive Medication Guide. Current labeling for
lamotrigine contains a boxed warning about the risk of severe skin reactions including
Stevens-Johnson syndrome. There are also substantial concerns with hypersensitivity
reactions, multiorgan failure and blood dyscrasias. GSK proposed that suicidality be
listed after hypersensitivity but before multiorgan failure and blood dyscrasias. It was,
however, eventually decided that the three conditions evoke similar clinical concerns and
their warnings should be listed consecutively after skin reactions and take precedence
over suicidality. In addition, it was decided that long-time concerns over name confusion
between Lamictal® and other drugs, particularly Lamisil®, causing medication errors
merited provision of specific information in the Medication Guide intended to assist
patients in identifying and avoiding this problem. With integration of these changes, the
labeling, Medication Guide and REMS appear to be satisfactory.
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•

Lyrica (pregabalin); NDA 21-446; Pfizer, Inc.

•
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•
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Research, Inc.

•
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•
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INTRODUCTION
•

Pfizer, Inc. submitted a New Drug Application (NDA 21-446) for Lyrica
(pregabalin) capsules on October 30, 2003.

•

UCB Pharma, Inc. submitted a New Drug Application (NDA 21-035) for Keppra
(levetiracetam) tablets and oral solution on February 1, 1999.

•

Eisai Medical Research, Inc. submitted a New Drug Application (NDA 20-789)
for Zonegran (zonisamide) capsules on March 19, 1997.

•

GlaxoSmithKline, submitted a New Drug Application
o

(NDA 22-251) for Lamictal (lamotrigine) Orally Disintegrating tablets on
November 28, 2007 pending approval.

o

(NDA 22-115) for Lamictal (lamotrigine) Extended Release tablets; XR on
November 22, 2006 pending approval.

o

(NDA 20-241) for Lamictal (lamotrigine) tablets on September 16, 2006.

o

(NDA 20-764) for Lamictal (lamotrigine) Chewable Dispersible tablets on
September 16, 2006.

FDA has determined that Lyrica (pregabalin), Keppra (levetiracetam), Zonegran
(zonisamide), Lamictal (lamotrigine), and Topamax (topiramate) pose a serious and
significant public health concern requiring the distribution of a Medication Guide.
The Medication Guide is necessary for patients’ safe and effective use. FDA has
determined that Lyrica (pregabalin), Keppra (levetiracetam), Zonegran
(zonisamide), Lamictal (lamotrigine), and Topamax (topiramate) are products with a
serious a significant public health concern that meet one of the three criteria for a
Medication Guide as set forth in 21 CFR 208.1: these products have serious risks
(relative to benefits) of which patients should be made aware because information
concerning the risks could affect patients’ decision to use or continue to use.
In a letter dated December 16, 2008 the Division of Neurology Products (DNP)
informed the sponsors that a REMS is necessary for Lyrica (pregabalin), Keppra
(levetiracetam), Zonegran (zonisamide), Lamictal (lamotrigine), and Topamax
(topiramate). The only elements of the REMS will be a Medication Guide and a
timetable of submission of assessments of the REMS.
This review is written in response to a request from the Division of Neurology
Products (DNP) for the Division of Risk Management to review the sponsors’
proposed Medication Guides (MG). A review of the sponsors’ proposed REMS was
completed by DRISK under a separate cover.
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MATERIAL REVIEWED


Draft LYRICA (pregabalin) Medication Guide (MG) submitted on January 14,
2009, revised by DNP, and provided to DRISK on March 2, 2009



Draft KEPPRA (levetiracetam) Medication Guide (MG) submitted on January 15,
2009, revised by DNP, and provided to DRISK on March 3, 2009



Draft ZONEGRAN (zonisamide) Medication Guide (MG) submitted on January
15, 2009, revised by DNP, and provided to DRISK on March 11, 2009
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Draft LAMICTAL (lamotrigine) Medication Guide (MG) submitted on December
24, 2008, revised by DNP, and provided to DRISK on March 3, 2009



Draft TOPAMAX (topiramate) Medication Guide (MG) submitted on January 16,
2009, revised by DNP, and provided to DRISK on March 3, 2009

DISCUSSION
The purpose of patient directed labeling is to facilitate and enhance appropriate use
and provide important risk information about medications. Our recommended
changes are consistent with current research to improve risk communication to a
broad audience, including those with lower literacy.
In our review of the MG, we have:
• simplified wording and clarified concepts where possible,
• ensured that the MG is consistent with the PI,
• removed unnecessary or redundant information
• ensured that the MG meets the Regulations as specified in 21 CFR 208.20.
• ensured that the MG meets the criteria as specified in FDA’s Guidance for
Useful Written Consumer Medication Information (published July 2006).
In 2008, The American Society of Consultant Pharmacists Foundation in
collaboration with The American Foundation for the Blind published Guidelines for
Prescription Labeling and Consumer Medication Information for People with Vision
Loss. They recommend using fonts such as Arial, Verdana, or APHont to make
medical information more accessible for patients with low vision. We have
reformatted the PPI document using the font APHont, which was developed by the
American Printing House for the Blind specifically for low vision readers.
See the attached document for our recommended revisions to the MG. Comments
to the review division are bolded, underlined and italicized.
We are providing the review division a marked-up and clean copy of the revised
MG. We recommend using the clean copy as the working document.
All future relevant changes to the PI should also be reflected in the MG.
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CONCLUSIONS AND RECOMMENDATIONS
1. In 2008, The American Society of Consultant Pharmacists Foundation in
collaboration with The American Foundation for the Blind published Guidelines
for Prescription Labeling and Consumer Medication Information for People with
Vision Loss. They recommend using fonts such as Arial, Verdana, or APHont
to make medical information more accessible for patients with low vision. We
recommend that the Sponsor reformat the Medication Guides using the font
APHont, which was developed by the American Printing House for the Blind
specifically for low vision readers.
2. To enhance patient comprehension, materials should be written at a 6th to 8th
grade Flesch Kinkaid reading level, and have a Flesch Reading Ease score of
at least 60% (60% corresponds to an 8th grade reading level).
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(b) (4)

LAMICTAL (lamotrigine)
DRAFT Lamictal Medication Guide reading scores:
Flesch Reading Ease: 51.0%
Flesch-Kincaid Grade Level: 9.5
Our revised scores are:
Flesch Reading Ease: 55.6%
Flesch-Kincaid Grade Level: 8.7
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1) If the Orally Disintegrating Tablets formulation is approved, it should be
added to this Medication Guide so that there is one Medication Guide for all
formulations of the product. Information should be added to the various
sections of the Medication Guide as appropriate, including but not limited to
the “How should I take” section, and the “ingredients” section.
(b) (4)

2) The heading

was removed. The
purpose of patient information is to enhance appropriate use and provide
important information to patients about medicines. The above information is
(b) (4)
risk management that should be done at the pharmacy. All
have
been removed because this information is not information that is usually
included in patient information. However, DDMAC feels that this information
is important and should be conveyed to the patient. If there is something
specific to this medication versus other medications that a patient should
know about to prevent medication errors, the Review Division should clarify
and change as appropriate, while ensuring that the Medication Guide is
consistent with the PI.
(b) (4)

3)

4) In the section “How should I take Lamictal?” the statement, “Swallow
Lamictal tablets whole. Chewing the tablets may leave a bitter taste” implies
that it is alright to chew Lamictal tablets if you can tolerate the taste. The
Review Division should clarify if the tablet should be swallowed whole for
effectiveness, or if it is simply because of the bitter taste.
5) In the section “How should I store Lamictal?” the Review Division should
clarify if the storage instructions are the same for all formulations.
6) In the section “How should I store Lamictal?” a temperature range was
added from the PI.
(b) (4)
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