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 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 22-525 INFORMATION REQUEST 

 
Forest Laboratories, Inc. 
Attention:  Michael P. Niebo 

Asst. Director, Regulatory Affairs 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NJ 07311 

 
Dear Mr. Niebo: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Namenda XR (memantine hydrochloride) extended release 
capsules. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and 
have the following comments and information requests.  We request a prompt written response 
in order to continue our evaluation of your NDA. 
 

• In your April 2, 2010 response, you indicated that Microbial testing will be performed 
on the validation batches and the first three commercial batches for each strength of 
the drug product at release.  You further indicate that if all batches show no microbial 
growth, the Microbial testing will be removed from the specification and the updated 
specification will be included in the next Annual Report.  Be advised that that in the 
absence of providing justification, microbial limit testing should be performed at 
release and on stability.  Moreover, removing a test from the regulatory specification 
is not an annual reportable change.  As such, we suggest that you provide acceptable 
scientific justification for removing the microbial limit test and submit this change 
post-approval in the form of a Prior Approval supplement. 

 
If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22525 ORIG-1 FOREST

LABORATORIES
INC

NAMENDA XR(MEMANTINE
HCL)ER CAPSULES

---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

MARTHA R HEIMANN
04/14/2010
for Ramesh Sood
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NDA 22-525 INFORMATION REQUEST 

 
Forest Laboratories, Inc. 
Attention:  Michael P. Niebo 

Asst. Director, Regulatory Affairs 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NJ 07311 

 
Dear Mr. Niebo: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Namenda XR (memantine hydrochloride) extended release 
capsules. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and 
have the following comments and information requests.  We request a prompt written response 
in order to continue our evaluation of your NDA. 
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If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 22-525 INFORMATION REQUEST 

 
Forest Laboratories, Inc. 
Attention:  Michael P. Niebo 

Asst. Director, Regulatory Affairs 
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NJ 07311 

 
Dear Mr. Niebo: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Namenda XR (memantine hydrochloride) extended release 
capsules. 
 
We are reviewing the Chemistry, Manufacturing, and Controls sections of your submission and 
have the following comments and information requests.  We request a prompt written response 
in order to continue our evaluation of your NDA. 
 

1. Provide certificates of analyses for the drug substance lots used in the 
manufacture of the primary stability batches and in the clinical study. 

2. The validation report of the  procedure used for identification and 
degradation product determination is devoid of the following validation 
characteristics: linearity, precision, sensitivity (LOD and LOQ), accuracy and 
selectivity. Provide complete validation data for the  procedure. 

3. Include a test and an acceptance criterion for the microbial limits in the drug 
product specification or provide justification for the exclusion as per ICH 
Q6A. 

4. Update the post-approval stability commitment to include storage under 
accelerated conditions for the first three commercial batches as per ICH Q1A 
(R2). 

5. Update the current stability protocol and the post-approval stability protocol to 
include a  time point to confirm the proposed expiration period since 
you are seeking  expiration dating period for your product. 

6. You indicate that the stability samples employed the 
 seal and that the  inner seal will be used 

for the commercial product.  Explain the impact of this seal change on the 
protective ability of the container closure system and provide supporting data.  

 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Page 2 
 
 
If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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NDA 22-525 Namenda extended release 
Date: Thursday, January 14, 2010 
FDA Attendees: 
Katz, Russell – Division Director; Mani, Ranjit – CDTL and Clinical Reviewer; Freed, Lois – 
Nonclinical Supervisor; Hawver, David – Nonclinical Reviewer; Heimann, Martha -  CMC PAL; Men, 
Angela – Clinical Pharmacology Supervisor; Jin, Kun -  Biometrics Team Leader; Purohit-Sheth, 
Tejashri; El Hage, Antoine N – DSI Reviewer; Suarez, Sandra – Biopharmaceutics Reviewer; Baweja, 
Raman – Clinical Pharmacology Team Leader; McLamore, Sherita – CMC Reviewer; Kelley, Laurie; 
M; Kortepeter, Cindy; Chan, Irene Z.; Yu, Bei; Zhang, Huixia; Zhu, Hao - Pharmacometrics; Mehta, 
Mehul U; Wang, Yaning - Pharmacometrics; Skelly, Michael F – DSI, Bioequivalence; Yau, Martin- 
DSI, Bioequivalence 
 

Mid-Cycle Meeting Agenda Template 
1. Important Goal Dates 

Review Completion Goal Date according to GRMP: May 24, 2010 

 PDUFA Goal Date:  June 21, 2010 

2. Discipline Specific Reviews of Application (handouts provided)  

- Applicable studies/information submitted  

- Status of your review of the data  

- Discussion of findings so far 

- Identification of need for additional input from review team or through additional consults 

- Information requests to be sent to sponsor 

a. CMC – Sherita McLamore – no issues  

b. P/T – Dave Hawver – dose adjustment based on exposure not considered by 
sponsor.  (see handout).  This may need to be addressed either in labeling or as a 
phase 4 study 

c. Clin Pharm/Biopharm –  Mehta, Mehul U; Wang, Yaning  (see handout) – alcohol 
dose dumping may require a phase 4 PMR 

d. Clinical – Ranjit Mani – no issues   

e. Labeling – animal exposure date may considered for labeling 

3. Pending Consults 

- Tradename (DDMETS) – 90-day consult should be submitted early, if Division plans to act 
early 

- DSI Inspection- Due date – April 1, 2010 (El Hage, Antoine N), Clinical Pharmacology 
Bioequivalence Inspection - Skelly, Michael F – DSI, Bioequivalence; Yau, Martin- DSI, 
Bioequivalence 

 

4. Issues Requiring Resolution - name/time required on agenda 

• If Namenda (approved label) is changed to incorporate animal exposure concern, then the 
Generics Division should be informed. 
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5. Labeling Issues - name/time required on agenda 

• See #4 

6. Scheduled Meetings  

Team Meetings: 

Wrap-Up:  March 29, 2010 

Labeling:  May 24, 2010 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 

NDA 022525 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Forest Laboratories, Inc. 
Harborside Financial Center 
Plaza Five, Suite 1900 
Jersey City, New Jersey 07311 
 
ATTENTION: Michael P. Niebo 
   Assistant Director, Regulatory Affairs 
 
Dear Mr. Niebo: 
 
Please refer to your New Drug Application (NDA) dated August 21, 2009, received  
August 21, 2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
for Memantine Hydrochloride Extended-release Capsules 7 mg, 14 mg, 21 mg and 28 mg. 
 
We also refer to your October 6, 2009, correspondence, received October 7, 2009, requesting 
review of your proposed proprietary name, Namenda XR.  We have completed our review of the 
proposed proprietary name, Namenda XR and have concluded that it is acceptable.  
 
The proposed proprietary name, Namenda XR, will be re-reviewed 90 days prior to the approval 
of the NDA.  If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your October 6, 2009 submission are 
altered prior to approval of the marketing application, the proprietary name should be resubmitted for 
review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Laurie Kelley, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-5068.  
 
For any other information regarding this application contact the Office of New Drugs (OND) 
Regulatory Project Manager, Teresa Wheelous at (301) 796-1161. 
 

Sincerely, 
 
      {See appended electronic signature page}  

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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NDA 22-525 FILING COMMUNICATION 
 
Forest Laboratories, Inc. 
Attention: Michael P. Niebo 
Asst. Director, Regulatory Affairs  
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NJ 07311 
 
 
Dear Mr. Niebo: 
 
Please refer to your new drug application (NDA) dated August 21, 2009 received August 21, 
2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for 
Namenda XR (memantine hydrochloride) extended release capsules 7 mg, 14 mg, 21 mg, & 28 
mg. 
 
We also refer to your submission dated October 19, 2009, which provides the requested clinical 
pharmacology information regarding dose dumping. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, this application is considered filed 60 days 
after the date we received your application in accordance with 21 CFR 314.101(a).  The review 
classification for this application is Standard.  Therefore, the user fee goal date is June 21, 2010. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
mid-cycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by May 21, 2010. 
 
We have the following information requests: 
 
CLINICAL PHARMACOLOGY 
Please provide the full and complete study report of the in vitro dose-dumping alcohol effect 
study for all strengths of Memantine XR.  This report should be submitted to the NDA within 30 
days of the receipt of the 74-day letter. 
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BIOPHARMACEUTICS 

 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.   
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
If you have any questions, call Teresa Wheelous, Sr. Regulatory Management Officer, at (301) 
796-1161. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Russell Katz, M.D. 
Director 
Division of Neurology Products  
Office of Drug Evaluation 1 
Center for Drug Evaluation and Research 

 

 

 

 

(b) (4)
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 DSI CONSULT 

Request for Biopharmaceutical Inspections  
 

 
 
 
DATE: October 23, 2009 
 
TO:  Associate Director for Bioequivalence 

Division of Scientific Investigations, HFD-48   
 
THROUGH: Russell Katz, M.D. 
  Director, Review Division, HFD-120 
 

Director, Division of Pharmaceutical Evaluation, HFD-120 
   
FROM: Teresa Wheelous, Sr. Regulatory Management Officer, Division of Neurology Products,   
  HFD-120  
 
SUBJECT: Request for Biopharmaceutical Inspections  

NDA 22-525 
  Namenda XR (memantine hydrochloride) extended release capsules 7 mg, 14 mg, 21 mg, 
   & 28 mg. 
  

Forest Laboratories, Inc. 
 
 
 
Study/Site Identification: 
 
OCP requests the inspection of the following Bio-study for both its clinical and analytical aspects: 
 
Study number: MEM-PK-17 
 
Title: Study MEM-PK-17: A Randomized, Open-label, Three–Way Crossover, Single-Dose 
Bioequivalence and Food-Effect Study of the Clinical Formulation and the to-Be-Marketed Modified-
Release Formulation of Memantine HCl in Healthy Human Subjects. 
 
The study is found in module 5.3.1.2 mem-pk-17.  
 
The following was obtained from the jacket but DSI should confirm the locations before they go for the 
inspection: 
 
Clinical site:    
Analytical site: Forest Research Institute 
 
The NDA is an electronic submission.  The necessary information can be found in the network location 
as follows: http://edr.fda.gov:7777/edr/EDR Main.jsp 

(b) (4)
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Goal Date for Completion: 
 
OCP requests that the inspection report be sent by April 1, 2010.  The clinical division intends to issue 
an action letter on this application by June 21, 2010. 
 
Should you require any additional information, please contact the following: 
 
Concurrence: (Optional) 
Name - Clinical Pharmacology Team Leader: Raman Baweja 301-796-1503 
Name - Medical Reviewer: Ranjit Mani 
Name – PM – Teresa Wheelous 301-796-1161 
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NDA 22-525 NDA ACKNOWLEDGMENT 
 
Forest Laboratories, Inc. 
Attention: Michael P. Niebo 
Asst. Director, Regulatory Affairs  
Harborside Financial Center 
Plaza V, Suite 1900 
Jersey City, NJ 07311 
 
 
Dear Mr. Niebo: 
 
We have received your new drug application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Namenda XR (memantine hydrochloride) 7 mg, 14 mg, 21 mg, & 28 

mg extended release capsules  
 
Date of Application: August 20, 2009 
 
Date of Receipt: August 21, 2009 
 
Our Reference Number:  NDA 22-525 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on October 20, 2009 in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/oc/datacouncil/spl.html.  Failure to submit the content of labeling in SPL 
format may result in a refusal-to-file action under 21 CFR 314.101(d)(3).  The content of 
labeling must conform to the content and format requirements of revised 21 CFR 201.56-57. 
 
Please note that you are responsible for complying with the applicable provisions of sections 
402(i) and 402(j) of the Public Health Service Act (PHS Act) (42 USC §§ 282(i) and (j)), which 
was amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No. 110-85, 121 Stat. 904).  Title VIII of FDAAA amended the PHS Act 
by adding new section 402(j) (42 USC § 282(j)), which expanded the current database known as 
ClinicalTrials.gov to include mandatory registration and reporting of results for applicable 
clinical trials of human drugs (including biological products) and devices.  FDAAA requires that, 
at the time of submission of an application under section 505 of the FDCA, the application must 
be accompanied by a certification that all applicable requirements of 42 USC § 282(j) have been 
met.  Where available, the certification must include the appropriate National Clinical Trial 



NDA 22-525 
Page 2 
 
 
(NCT) control numbers.  42 USC 282(j)(5)(B).  You did not include such certification when you 
submitted this application.  You may use Form FDA 3674, Certification of Compliance, under 
42 U.S.C. § 282(j)(5)(B), with Requirements of ClinicalTrials.gov Data Bank, to comply with the 
certification requirement.  The form may be found at 
http://www.fda.gov/opacom/morechoices/fdaforms/default.html. 
 
In completing Form FDA 3674, you should review 42 USC § 282(j) to determine whether the 
requirements of FDAAA apply to any clinical trials referenced in this application.  Additional 
information regarding the certification form is available at:  
http://internet-dev.fda.gov/cder/regulatory/FDAAA_certification.htm.  Additional information 
regarding Title VIII of FDAAA is available at:  
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-014.html.  Additional information on 
registering your clinical trials is available at the Protocol Registration System website 
http://prsinfo.clinicaltrials.gov/. 
 
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Neurology Products   
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see http://www.fda.gov/cder/ddms/binders.htm. 
 
If you have any questions, call me at (301) 796-1161. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Teresa Wheelous, R. Ph 
Sr. Regulatory Management Officer 
Division of Neurology Products  
Office of Drug Evaluation 1 
Center for Drug Evaluation and Research 
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Form 3455:

FDA Form 3455 does not apply to any investigator who participated in study E2020-
GOOO-326, as there were no fmancial interests or arrangements to be disclosed as defined
in 2 i CFR 54.2.




