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PREA  
 
 

 NDA 206439 Namzaric (Full Waiver) The treatment of moderate to severe dementia of 
the Alzheimer’s type. 
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Namzaric (memantine HCL/donepezil) Full Waiver                                         
• Proposed Indication:  The treatment of moderate to severe dementia of the 

Alzheimer’s type. 
• This application triggers PREA as a new active ingredient.   
• The PDUFA goal date is December 26, 2014. 
• PeRC Recommendations: 

o The PeRC agreed with the Division to grant a full waiver because the 
disease/condition does not exist in children.   
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 206439

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Forest Laboratories, Inc.
Harborside Financial Center
Plaza V, Suite 1900
Jersey City, NJ 07311

ATTENTION: Kerri Kaplan, PharmD
                                    Senior Manager, Regulatory Affairs

Dear Dr. Kaplan:

Please refer to your New Drug Application (NDA) dated and received February 26, 2014,
submitted under section 505(b) (2) of the Federal Food, Drug, and Cosmetic Act for Memantine 
HCl Extended Release/Donepezil HCl Capsules, 14/10 mg and 28/10 mg.

We also refer to your correspondence, dated and received February 27, 2014, requesting review
of your proposed proprietary name, Namzaric. 

We have completed our review of the proposed proprietary name, Namzaric and have concluded 
that it is acceptable. 

If any of the proposed product characteristics as stated in your February 27, 2014, submission are
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Ermias Zerislassie, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-0097. For any other information 
regarding this application, contact Teresa Wheelous, Regulatory Project Manager in the Office of 
New Drugs, at (301) 796-1161.

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research

Reference ID: 3511919
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206439

FILING COMMUNICATION –
NO FILING REVIEW ISSUES IDENTIFIED

Forest Laboratories, Inc.
Attention:  Kerri Kaplan, PharmD
Senior Manager, Regulatory Affairs
Harborside Financial Center
Plaza V, Suite 1900
Jersey City, NJ 07311

Dear Dr. Kaplan:

Please refer to your New Drug Application (NDA) dated and received February 26, 2014, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
TRADENAME (memantine HCl extended release / donepezil HCl) Capsules 14mg /10mg and 
28mg /10mg.

We also refer to your amendment dated February 27, 2014, which provides a proprietary name 
review request.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard. 

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 November 27, 2014.

At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review.
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We request that you submit the following information:

CMC
1. Submit a comprehensive regulatory acceptance specification for Donepezil 

Hydrochloride (i.e., test parameters, analytical procedures, and acceptance criteria) to the 
NDA.  The specification should include adequate tests and analytical procedures to allow 
verification of each parameter reported on the manufacturer's certificate of analysis, 
regardless of whether the test is performed routinely on lot receipt, or periodically for 
vendor requalification.  You may incorporate USP compendial methods by reference; 
however, you should provide information to support suitability of the methods to the bulk 
material supplied by  (e.g., for determination of process impurities).  Provide all 
other analytical procedures and supporting method validation data in the application.

2. Per 21 CFR 314.54(a)(1)(i), submit the master batch records for commercial manufacture 
(including packaging) of each strength of the drug product.

BIOPHARMACEUTICS

1. In order for the previously established IVIVC model with the single-entity Memantine 
ER product to be applicable to your proposed FDC capsule, memantine’s dissolution 
acceptance criteria must be the same as the dissolution criteria approved under NDA 
22525 for Namenda XR.   Therefore, implement these acceptance criteria for the 
memantine component of your proposed FDC donepezil/memantine product and provide 
the revised Specifications Table for the drug product reflecting these changes:  

1 h
4 h %
8 h %

                        12 h

2. Please provide Summary Tables for the bioanalytical method validation and its 
performance in study # MDX-PK-104 using the following template.

Bio-Analytical Method Report Summary In-Study Validation

Matrix 

Sample Volume Required, Storage Conditions, Extraction 
Procedure 

Concentration Range 

Analytical Methodology

Detection 

Regression Type 

Coefficient of Determination

Reference ID: 3503955
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Between-Batch Accuracy 
standards 
QCs

Between-Batch CV standards 
QCs

Within-Batch 
Accuracy 
CV 

Recovery 
Drug
Reference

Stability in human plasma 
Room temp 
Freeze/thaw
Long term 

Solution Stability at room temp 
at 4°C 

Reference Solution Stability 
at room temp 
at 4°C 

LLOQ (Accuracy / CV) 

Processed Stability at 4°C 

Dilution Integrity (v:v sample-blank)

PROPRIETARY NAME REVIEW
Please provide a blister pack sample for our review.

PRESCRIBING INFORMATION
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  We encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information website including:

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents, and 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.  

During our preliminary review of your submitted labeling, we have identified the following 
labeling issues and have the following labeling comments or questions:

Reference ID: 3503955
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1. In the TOC, all subsection headings must be indented and not bolded.  The headings 
should be in title case [first letter of all words are capitalized except first letter of 
prepositions (through), articles (a, an, and the), or conjunctions (for, and)].  We found the 
following:

a. 2.1 "G" (Guidelines) needs capitalized;
b. 7.2 "O" (Other) needs capitalized.

2. The preferred presentation for cross-references in the FPI is the section (not subsection) 
heading followed by the numerical identifier.  The entire cross-reference should be in 
italics and enclosed within brackets.  For example, “[see Warnings and Precautions 
(5.2)]” or “[see Warnings and Precautions (5.2)]”.  We found the following:

a. In 8.6, 8.7 and 12.3, cross reference for Dosage and Administration should state 
2.2, not 2. 
  

We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by
May 30, 2014. The resubmitted labeling will be used for further labeling discussions.  Use the 
SRPI checklist to correct any formatting errors to ensure conformance with the format items in 
regulations and guidances. 

At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with
format items in regulations and guidances. 

Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission.

We acknowledge your request for a waiver of the requirement that the Highlights of Prescribing 
Information be limited to no more than one-half page.  We will consider your request during 
labeling discussions.  In the meantime, we encourage you to submit revised labeling that meets 
the half page requirement.

PROMOTIONAL MATERIAL

You may request advisory comments on proposed introductory advertising and promotional 
labeling.  Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), and patient PI.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to:

Reference ID: 3503955
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), Medication Guide, and patient PI (as applicable), and you believe the labeling is close 
to the final version.  

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

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(s) 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 Project Manager, at (301) 796-
1161.

Sincerely,

{See appended electronic signature page}

Eric Bastings, MD
Deputy Division Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Reference ID: 3503955
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 206439
NDA ACKNOWLEDGMENT

Forest Laboratories, Inc.
Attention:  Kerri Kaplan, PharmD
Senior Manager, Regulatory Affairs
Harborside Financial Center
Plaza V, Suite 1900
Jersey City, NJ 07311

Dear Dr. Kaplan:

We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: TRADENAME (memantine HCl extended release / donepezil HCl) 
Capsules 14mg /10mg and 28mg /10mg

Date of Application: February 26, 2014

Date of Receipt: February 26, 2014

Our Reference Number: NDA 206439

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 April 27, 2014, 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/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. 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.

You are also 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).

Reference ID: 3477000
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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.

In addition to the registration and reporting requirements described above, 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 
(NCT) 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,” [42 U.S.C. § 282(j)] 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 trial(s) referenced in this application.  Please note 
that FDA published a guidance in January 2009, “Certifications To Accompany Drug, Biological 
Product, and Device Applications/Submissions: Compliance with Section 402(j) of The Public 
Health Service Act, Added By Title VIII of the Food and Drug Administration Amendments Act 
of 2007,” that describes the Agency’s current thinking regarding the types of applications and 
submissions that sponsors, industry, researchers, and investigators submit to the Agency and 
accompanying certifications.  Additional information regarding the certification form is available 
at: 
http://www.fda.gov/RegulatoryInformation/Legislation/FederalFoodDrugandCosmeticActFDCA
ct/SignificantAmendmentstotheFDCAct/FoodandDrugAdministrationAmendmentsActof2007/uc
m095442.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 for 
registering your clinical trials is available at the Protocol Registration System website 
http://prsinfo.clinicaltrials.gov/.

When submitting the certification for this application, do not include the certification with other 
submissions to the application. Submit the certification within 30 days of the date of this letter.  
In the cover letter of the certification submission clearly identify that it pertains to NDA 206439 
submitted on February 26, 2014, and that it contains the FDA Form 3674 that was to accompany 
that application.

If you have already submitted the certification for this application, please disregard the above.

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:
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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/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.

If you have any questions, call me at (301) 796-1161.

Sincerely,

{See appended electronic signature page}

Teresa Wheelous, R. Ph.
Sr. Regulatory Project Manager
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Reference ID: 3477000
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