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ONDQA Division Director’s Memo 
NDA 202834, FYCOMPA (perampanel) Tablets 
2 mg, 4 mg, 6 mg, 8 mg, 10 mg, and 12 mg  
Date:  10-OCT-2012 
 
Introduction 
FYCOMPA (perampanel) Tablets are immediate release tablets which are manufactured in six 
different dosage strengths: 2, 4, 6, 8, 10, and 12 mg.  The recommended initial daily dose of 
FYCOMPA is 2 mg.  The proposed indication is treatment of partial-onset seizures with or 
without secondarily generalized seizures in patients with epilepsy, aged 12 years and older.       
 
All CMC-related deficiencies have been resolved for this application, and all related reviews are 
complete.  There are no outstanding deficiencies that would preclude a recommendation of 
approval from a CMC standpoint.  An overall acceptable recommendation was issued by the 
Office of Compliance on 10-OCT-2012. 
 
ONDQA recommends approval of this NDA.  There are no pending deficiencies from a CMC 
standpoint. 
 
Administrative 
The original submission of this 505(b)(1) NDA was received 22-DEC-2011 from Eisai, Inc.   
Four (4) CMC amendments were also reviewed during the review cycle.  All Chemistry, 
Manufacturing and Controls assessment is captured in the following reviews, respectively: 
Chemistry Review #1 (15-AUG-2012, Dr. L. Soldatova), the follow-up Chemistry Memorandum 
(28-SEP-2012, Dr. L. Soldatova) and the ONDQA Biopharmaceutics Review #1 (22-AUG-2012, 
Dr. T. Chen).   
 
The NDA is supported by IND 68,368 and six (6) drug master files (DMFs).  An overall 
“acceptable” recommendation was issued in EES (10-OCT-2012), and acceptable 
container/carton labeling was received on 02-JUL-2012.   
 
This NDA is recommended for approval from a Chemistry, Manufacturing and Controls 
standpoint.  Confirmatory language regarding the expiration dating periods is not needed as 
the Agency concurs with the expiration dating periods proposed in the Applicant’s NDA 
submission. 
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According to the 15-AUG-2012 Chemistry Review, the Applicant’s primary stability data 
package adequately supports the proposed expiration dating periods.  Therefore, there is no need 
for confirmatory language regarding the expiration dating period in the action letter.   
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Memorandum of Recommendation  
 
NDA # 202-834  
Date: 28 August 2012 
Product Name: Fycompa (perampanel) Tablets, 2, 4, 6, 8, 10, 12 mg 
Company Name: Eisai, Inc. 
Subject: Amendment 08/20/2012 
Reviewer: Lyudmila Soldatova, Ph.D. 
 
BACKGROUND 
 
Agency’s Recommendation for Eisai during the Teleconference held on 08/09/2012 
 
The Agency requested that the applicant replace the Master Lot packaging record for 
Banzel 400mg (Rufinamide) Tablets in 120 cc bottles, which is not relevant to Perampanel, 
tablets, with the executed packaging batch record for Perampanel tablets used for stability 
studies that are packaged in the bottles and blisters (representative batch record). 
 
The Agency clarified that 1 example of bottle executed packaging batch records and 1 
example of blister executed packaging batch records for drug product batches used  
for stability studies will be sufficient. The applicant stated that current batch records are in 
Japanese and that it would take at least 2 weeks for the information to be translated. Agency 
requested that the applicant submits the batch records in a separate amendment when the 
translated version becomes available; and Eisai agreed to provide the translated batch record 
within 2 weeks (refer to the Meeting Minutes dated 09-Aug-2012). 
 
The Eisai Response (Amendment 08/20/2012) 
 
The applicant has provided the Executed Packaging Batch Records (Stability Study) for 4 mg 
tablets packaged in 50 cc HDPE bottles (30 counts), and Executed Packaging Batch Records 
(Stability Study) for 4 mg tablets packaged in  blisters. 
 
EVALUATION: The representative Executed Packaging Batch Records for 4 mg tablets 
packaged in HDPE bottles and in blisters, provided by Eisai, are acceptable.  
 
Recommendation and Conclusion on Approvability 
 
NDA 202-834 for Fycompa (perampanel) Film-coated Tablets, 2 mg, 4 mg, 6 mg, 8 mg, and 12 
mg, is recommended for APPROVAL from a Chemistry, Manufacturing and Controls 
standpoint with pending OC recommendation for drug substance and drug product facilities. 
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      Center for Drug Evaluation and Research 
                                                                                     Division of Pharmaceutical Analysis 

St. Louis, MO 63101 
Tel. (314) 539-3897 

 
Date:  July 10, 2012  
 
To:  Lyudmila Soldatova CMC Reviewer 
 

              Through: B. J. Westenberger, Deputy Director, Division of Pharmaceutical Analysis, (HFD-920) 
 
From:  Wei Ye, Chemist (HFD-920) 
 
Subject:  Method Validation for NDA 202834 
   Fycompa (Perampanel Tablets), 2 mg and 12 mg 
   Eisai Inc. 
 
 
The following method was evaluated and is acceptable for quality control and regulatory purposes: 
 

 
• Assay and Relate Substances 

(Eisai Inc., Method 3.2.P.5.2.4, page 2) 

 
 
 
       DEPARTMENT OF HEALTH & HUMAN SERVICES 
          Food and Drug Administration  
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Summary of Results        NDA 202834 
 
 
 

• Assay and Relate Substances 
(Eisai Inc., Method 3.2.P.5.2.4, page 2) 
 
Assay 

Strength Sample1 Sample2 Avg.(2) Limit Pass/Fail
2 mg 101.2 102.2 101.7 Pass
12 mg 103.6 102.8 103.2 Pass  

 
 

Related Substances 
Strength Sample Limit Pass/Fail

2 mg ND Individual NMT ; Total NMT Pass
12 mg ND Individual NMT ; Total NMT Pass  

Note: 
1.) Only more than  individual related substance is reported 
2.) ND – not detected 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   
METHODS VALIDATION CONSULT REQUEST FORM 

 
TO: FDA 
 Division of Pharmaceutical Analysis 

Attn: Benjamin (Nick) Westenberger 
 Suite 1002 

1114 Market Street 
St. Louis, MO 63101 

 
FROM: Lyudmila Soldatova, CMC Reviewer 

Martha Heimann, CMC Lead 
Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: lyudmila.soldatova@fda.hhs.gov  
Phone:  (301)-796-1758 
Fax.: (301)-796-9747 

 
     Through: Ramesh Sood, Branch Chief 
    Phone: (301)-796-1466 
  and 
 Michael Folkendt, Associate Director for Regulatory Affairs 
 Phone: 301-796-1670 
 
SUBJECT: Methods Validation Request 
 

Application Number: NDA 202834   
 
 Name of Product: Fycompa (perampanel tablets), 2 mg, 4 mg, 6 mg, 8 mg, 10 mg, 12 mg 

Applicant: Eisai, Inc. 

 Applicant’s Contact Person: Heather A Bradley, MPH, Senior Manager, Regulatory Affairs 

 Address: 100 Tice Boulevard, Woodcliff Lake, NJ 07667 
 
 Telephone: 201-949-4691    Fax: 201-949-4915  
              
 
Date NDA Received by CDER: 22-Dec-2011 (resub. After RTF) Submission Classification/Chemical Class: 1S (NME) 

Date of Amendment(s) containing the MVP: 25-May-2011 Special Handling Required: No  

DATE of Request:  24-April-2012      DEA Class: N/A 

Requested Completion Date: 22-Jul-2012    Format of Methods Validation Package (MVP) 

PDUFA User Fee Goal Date: 22-Oct-2012     Paper XX Electronic  Mixed 

 
We request suitability evaluation of the proposed manufacturing controls/analytical methods as described in the subject application.  Please submit a 
letter to the applicant requesting the samples identified in the attached Methods Validation Request.  Upon receipt of the samples, perform the tests 
indicated in Item 3 of the attached Methods Validation Request as described in the NDA.  We request your report to be submitted in DARRTS promptly 
upon completion, but no later than 45 days from date of receipt of the required samples, laboratory safety information, equipment, components, etc.  We 
request that you notify the ONDQA Methods Validation Requestor and the ONDQA Methods Validation Project Manager of the date that the validation 
process begins.  If the requested completion date cannot be met, please promptly notify the ONDQA Methods Validation Requestor and the ONDQA 
Methods Validation Project Manager.   

Upon completion of the requested evaluation, please assemble the necessary documentation (i.e., original work sheets, spectra, graphs, curves, 
calculations, conclusions, and accompanying Methods Validation Report Summary).  The Methods Validation Report Summary should include a 
statement of your conclusions as to the suitability of the proposed methodology for control and regulatory purposes and be electronically signed by the 
laboratory director or by someone designated by the director via DARRTS.  The ONDQA CMC Reviewer, ONDQA Methods Validation Project Manager, 
and ONDQA CMC Lead/Branch Chief should be included as cc: recipients for this document.   

All information relative to this application is to be held confidential as required by 21 CFR 314.430.

                                               Page 1 of 3              Version: 7/15/2011 
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MV 
Request 
Category 

Description 

0 
New Molecular Entity (NME) application, New Dosage Form 
or New Delivery System 

1 
Methods using new analytical technologies for 
pharmaceuticals which are not fully developed and/or accepted 
or in which the FDA laboratories lack adequate validation 
experience (e.g., NIR, Raman, imaging methods) 

2 

Critical analytical methods for certain drug delivery systems  
(e.g., liposomal and microemulsion parenteral drug products, 
transdermal and implanted drug products, aerosol, nasal, and 
dry powder inhalation systems, modified release oral dosage 
formulations with novel release mechanisms)  

3 Methods for biological and biochemical attributes (e.g., 
peptide mapping, enzyme-based assay, bioassay) 

4 
Certain methods for physical attributes critical to the 
performance of a drug (e.g., particle size distribution for drug 
substance and/or drug product) 

5 
Novel or complex chromatographic methods (e.g., specialized 
columns/stationary phases, new detectors/instrument set-up, 
fingerprinting method(s) for a complex drug substance, 
uncommon chromatographic method 

6 
Methods for which there are concerns with their adequacy 
(e.g., capability of resolving closely eluting peaks, limits of 
detection and/or quantitation)  

7 Methods that are subject to a “for cause” reason 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   
METHODS VALIDATION CONSULT REQUEST FORM 

 
TO: FDA 
 Division of Pharmaceutical Analysis 

Attn: Benjamin (Nick) Westenberger 
 Suite 1002 

1114 Market Street 
St. Louis, MO 63101 

 
FROM: Lyudmila Soldatova, CMC Reviewer 

Martha Heimann, CMC Lead 
Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: lyudmila.soldatova@fda.hhs.gov  
Phone:  (301)-796-1758 
Fax.: (301)-796-9747 

 
     Through: Ramesh Sood, Branch Chief 
    Phone: (301)-796-1466 
  and 
 Jeannie David, ONDQA Methods Validation Project Manager 
 Phone: 301-796-4247 
 
SUBJECT: Methods Validation Request 
 

Application Number: NDA 202834   
 
 Name of Product: Fycompa (perampanel tablets), 2 mg, 4 mg, 6 mg, 8 mg, 10 mg, 12 mg 

Applicant: Eisai, Inc. 

 Applicant’s Contact Person: Heather A Bradley, MPH, Senior Manager, Regulatory Affairs 

 Address: 100 Tice Boulevard, Woodcliff Lake, NJ 07667 
 
 Telephone: 201-949-4691    Fax: 201-949-4915  
              
 
Date NDA Received by CDER: 22-Dec-2011 (resub. After RTF) Submission Classification/Chemical Class: 1S (NME) 

Date of Amendment(s) containing the MVP: 25-May-2011 Special Handling Required: No  

DATE of Request:  02-Feb-2012      DEA Class: N/A 

Requested Completion Date: 22-Jul-2012    Format of Methods Validation Package (MVP) 

PDUFA User Fee Goal Date: 22-Oct-2012     Paper XX Electronic  Mixed 

 
We request suitability evaluation of the proposed manufacturing controls/analytical methods as described in the subject application.  Please submit a 
letter to the applicant requesting the samples identified in the attached Methods Validation Request.  Upon receipt of the samples, perform the tests 
indicated in Item 3 of the attached Methods Validation Request as described in the NDA.  We request your report to be submitted in DARRTS promptly 
upon completion, but no later than 45 days from date of receipt of the required samples, laboratory safety information, equipment, components, etc.  We 
request that you notify the ONDQA Methods Validation Requestor and the ONDQA Methods Validation Project Manager of the date that the validation 
process begins.  If the requested completion date cannot be met, please promptly notify the ONDQA Methods Validation Requestor and the ONDQA 
Methods Validation Project Manager.   
Upon completion of the requested evaluation, please assemble the necessary documentation (i.e., original work sheets, spectra, graphs, curves, 
calculations, conclusions, and accompanying Methods Validation Report Summary).  The Methods Validation Report Summary should include a 
statement of your conclusions as to the suitability of the proposed methodology for control and regulatory purposes and be electronically signed by the 
laboratory director or by someone designated by the director via DARRTS.  The ONDQA CMC Reviewer, ONDQA Methods Validation Project Manager, 
and ONDQA CMC Lead/Branch Chief should be included as cc: recipients for this document.   
All information relative to this application is to be held confidential as required by 21 CFR 314.430.
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Methods Validation Request Criteria  
 
 

MV 
Request 
Category 

Description 

0 New Molecular Entity (NME) application, New Dosage Form 
or New Delivery System 

1 
Methods using new analytical technologies for 
pharmaceuticals which are not fully developed and/or accepted 
or in which the FDA laboratories lack adequate validation 
experience (e.g., NIR, Raman, imaging methods) 

2 

Critical analytical methods for certain drug delivery systems  
(e.g., liposomal and microemulsion parenteral drug products, 
transdermal and implanted drug products, aerosol, nasal, and 
dry powder inhalation systems, modified release oral dosage 
formulations with novel release mechanisms)  

3 Methods for biological and biochemical attributes (e.g., 
peptide mapping, enzyme-based assay, bioassay) 

4 
Certain methods for physical attributes critical to the 
performance of a drug (e.g., particle size distribution for drug 
substance and/or drug product) 

5 
Novel or complex chromatographic methods (e.g., specialized 
columns/stationary phases, new detectors/instrument set-up, 
fingerprinting method(s) for a complex drug substance, 
uncommon chromatographic method 

6 
Methods for which there are concerns with their adequacy 
(e.g., capability of resolving closely eluting peaks, limits of 
detection and/or quantitation)  

7 Methods that are subject to a “for cause” reason 
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NDA 202-834 Initial Quality Assessment  
Attachment 2, Page 2 
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