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1 Background

The Division of Neurology Products (DNP) requested the Division of Risk Management
(DRISK) review the Vimpat (lacosamide) Oral Solution proposed Medication Guide and
Risk Evaluation Mitigation Strategy (REMS). DRISK was also requested to review the
proposed Medication Guide and proposed Risk Evaluation Mitigation Strategy (REMYS)
modification for Vimpat (lacosamide) Tablets and Vimpat (lacosamide) Injection.

The proposed REMS (NDA 022255) isfor anew commercial Vimpat oral solution and
the proposed REM S modification (NDA 022253 and NDA 022254) is for the Vimpat
Tablets and Injection. All Vimpat formulations will share the same package insert (Pl),
Medication Guide (MG) and Risk Evaluation Mitigation Strategy (REMYS).

The REMS for Vimpat Tablets and Injection was approved October 28, 2008. The REMS
consists of the following elements:



e Medication Guide
e Timetable for Assessment

2 Material Reviewed

o October 28, 2008 Vimpat Tablets and Injection approved REMS

e August 21, 2009 proposed Vimpat Tablets and Injection REM S modification to
include a comprehensive Medication Guide

e January 21, 2010 Jessica Diaz’ DRISK Review of Patient Labeling (Medication
Guide), Proposed Risk Evaluation and Mitigation Strategy, and REMS
Supporting Document Amendment

e March 19, 2010 REMS information request to make the elements of the REMS
the same for the three Vimpat formulations

e March 31, 2010 proposed comprehensive Medication Guide for the three Vimpat
formulations

e April 13, 2010 proposed REMS for Vimpat Ora Solution; proposed REMS
modification for Vimpat Tablets and Injection

e April 19, 2010 proposed REMS for the three Vimpat formulations.

3 Proposed REMS Elements

The Vimpat March 31, 2010 submission includes the proposed Medication Guide which
incorporated the Vimpat Tablets, Injection, and Oral Solution formulations into one
comprehensive Medication Guide.

The Vimpat April 19, 2010 submission includes the proposed REM S which incorporates
the Vimpat Tablets, Injection, and Oral Solution formulations into one REMS.

FDA Information Request of March 19, 2010 states the following:

“The timetable for submission of assessmentsin the REM S approved on October
28, 2008, for Vimpat (lacosamide) Tablets and Injection requires an April 2010
assessment of the REMS. We acknowledge, however, that subsequent to our
initial requirement for aREMS for lacosamide, we determined that all members
of the anti-epileptic drug (AED) class, including lacosamide, should have
individual Medication Guides that include all risk information that is



necessary for patients safe and effective use of each drug, including but not
limited to the increased risk of suicidal thoughts and behavior. Thus, the REMS
assessment due by April 2010 may consist of a statement that the Medication
Guide would be adequate to achieve its purpose.”

Thetitle of the April 13, 2010 Vimpat submission is Proposed REM S Modification-
Amendment REM S Assessment; however, there is no mention of the REM S A ssessment
in the submission.

4 Discussion and Conclusion

DRISK performed a comparison of the April 19, 2010 submitted proposed REM S
modification and the March 31, 2010 proposed Medication Guide to the approved
Vimpat REM S and Medication Guide and found them to be identical with the exception
of the inclusion of oral solution text in the REMS and oral solution text and ingredientsin
the MG; no safety information was added or revised.

5. Recommendation

Approve the Vimpat REM S for al formulations as submitted April 19, 2010.
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Risk Evaluation and Mitigation Strateqy (REM S) M emorandum
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Office of Drug Evaluation |
Division of Neurology Products

NDA/BLA #s: 22-255

Products: Vimpat (lacosamide) Oral Solution
APPLICANT: Schwarz Pharma

FROM: Russdll Katz, M.D., Director
DATE: 01/11/2010

Section 505-1 of the Federal Food, Drug, and Cosmetic Act (FDCA) authorizes FDA to
require the submission of a Risk Evaluation and Mitigation Strategy (REMS) if FDA
determines that such a strategy is necessary to ensure that the benefits of the drug
outweigh the risks (section 505-1(a)). Section 505-1(a)(1) provides the following factors:

(A) The estimated size of the population likely to use the drug involved;

(B) The seriousness of the disease or condition that is to be treated with the drug;

(C) The expected benefit of the drug with respect to such disease or condition;

(D) The expected or actual duration of treatment with the drug;

(E) The seriousness of any known or potential adverse events that may be related to
the drug and the background incidence of such eventsin the population likely to
use the drug;

(F) Whether the drug is a new molecular entity (NME).

After consultations between the Office of New Drugs and the Office of Surveillance and
Epidemiology, we have determined that a REMS is hecessary for Vimpat (lacosamide) Oral
Solution to ensure that the benefits of the drug outweigh the increased risk of suicidal
thoughts and behavior associated with the class of antiepileptic drugs (AEDs), of which
Vimpat (lacosamide) Oral Solution isamember. In reaching this determination, we
considered the following:

A. Itisnot possibleto precisely estimate the size of the population likely to use Vimpat
(lacosamide) oral solution. The estimated number of patientsin the United States
with partial-onset seizuresis approximately 0.9 to 1.8 million. This estimate is based
on aUS population of about 300 million. The prevalence of epilepsy has been
estimated to be 5-10 persons per 1000,* with about 60% of these patients having
partia seizures.?

B. Patients with epilepsy have approximately two to three times the risk of death from
any cause compared with persons without epilepsy.! Seizures may cause significant
trauma, drowning, and accidental injury. Many of the deaths in persons with epilepsy
are directly related to seizures, accidents and injuries arising from seizures, and the

! Harrison’s Principles of Internal Medicine, 17" Ed. (2008).
2Hauser WA, Annegers JF, Rocca WA. Descriptive epidemiology of epilepsy: contributions of
population-based studies from Rochester, Minnesota. Mayo Clin Proc. 1996;71(6):576-586.


http://engelepilepsy.com/pt/re/engel/bookContentPane_frame.htm;jsessionid=Kw6Jmv190cvLvc1PcRxlWFpy5Bp423pTqpST6znTkt2H1Y1Gk20Z!760285591!181195628!8091!-1?searchid=3&index=1&results=1&count=10&database=books&bookaccessionpath=01276484-2nd_Edition-5&xpath=/bookdb/01276484/2nd_Edition/5/WO(38700)&bookmarkxpath=CT%7b06b9ee1beed594199b7ac3c3c7b5f2403f07c2195b1d45211274def1f237f168ae48ca1f4c286a87d4e31985f37cdf1b%7d/OVIDBOOK%5b1%5d/TXTBKBD%5b1%5d/DIVISIONA%5b1%5d/DIVISIONB%5b1%5d/DIVISIONC%5b1%5d/CHAPTER%5b1%5d/TB�

underlying condition resulting in seizures.

C. Theefficacy of Vimpat (lacosamide) for the treatment of partial onset seizures was
demonstrated in two phase 3 placebo-controlled trials and one supportive phase 2
placebo-controlled trial.

D. If approved, Vimpat (lacosamide) oral solution will be administered on a chronic
basis to patients with epilepsy, generally for period of at least 2 years. Such treatment
may extend to alifetime.

E. A known seriousrisk of AEDs as atherapeutic classis an increased risk of suicidal
thoughts and behavior (which are risk factors for completed suicide). The increased
risk of suicidal thoughts and behavior were demonstrated in a meta-analysis of
randomized, placebo-controlled clinical trial datafor 11 AEDs.?

In this meta-analysis, the odds ratio for suicidal behavior or ideation for all AEDs
studied was 1.80 (95% ClI: 1.24, 2.66); 0.37% of al drug-treated patients and 0.24%
of placebo-treated patients had an event of suicidal behavior or ideation. This
finding was generally consistent among drugs in the data analyzed. It was shared by
drugs with varying mechanisms of action and was observed for al indications
studied; this observation suggests that the risk appliesto all antiepileptic drugs
regardless of indication of use.

The background incidence of suicide in patients with epilepsy is estimated as being
higher than the incidence of suicide in the general population. Estimates of the
incidence of suicide in patients with epilepsy vary widely, but studies have
consistently indicated a higher incidence of suicide (and suicide attempts) in patients
with epilepsy.

In addition to suicidal ideation, Vimpat (lacosamide) has been associated with various
other serious adverse effects that include a hypersensitivity syndrome that may affect
multiple organ systems (Drug Reaction with Eosinophilia and Systemic Symptoms
[DRESS]), cardiac conduction abnormalities (heart block), syncope, dizziness and
ataxia.
F. Vimpat (lacosamide) Oral Solution is not a new molecular entity. It isaready approved in
tablet form.

In accordance with section 505-1 of FDCA and under 21 CFR 208, FDA has determined
that a Medication Guide isrequired for Vimpat (lacosamide) Oral Solution. FDA has
determined that Vimpat (lacosamide) Oral Solution poses 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 of Vimpat (lacosamide) Oral Solution. FDA
has determined that Vimpat (lacosamide) Oral Solution is a product for which patient
labeling could help prevent serious adverse events. FDA has also determined that Vimpat
(lacosamide) Oral Solution has serious risks (relative to benefits) of which patients should
be made aware because information concerning the risks could affect patients' decisions
to use, or continue to use Vimpat (lacosamide) Oral Solution.

The elements of the REM S will be a Medication Guide and a timetable for submission of
assessments of the REMS.
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