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EXCLUSIVITY SUMMARY  

 
NDA # 22-568     SUPPL #          HFD # 120 

Trade Name   Aricept 23 mg Tablet 
 
Generic Name   donepezil hydrochloride 
     
Applicant Name   Eisai Medical Research       
 
Approval Date, If Known   July 23, 2010       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)1 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
      

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              
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d)  Did the applicant request exclusivity? 
   YES  NO  

 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

      
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
            
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or 
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has 
not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 
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NDA# 20690 Aricept Tablets 5mg, 10mg 

NDA# 21719 Aricept Liquid 

NDA# 21720 Aricept ODT 

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA#             

NDA#             

NDA#             

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
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summary for that investigation.  
   YES  NO  

 
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness 
of this drug product and a statement that the publicly available data would not independently 
support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  
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     If yes, explain:                                          
 

                                                              
 

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations 
submitted in the application that are essential to the approval: 

 
E2020-G000-326 , "A Double Blind, Parallel Group Comparison of 23mg 

Donepezil Sustained Release to 10 mg Donepezil Immediate Release in Patients with 
Moderate to Severe Alzheimer's Type Disease 

 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
      

 
c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
 E2020-G000-326 , "A Double Blind, Parallel Group Comparison of 23mg Donepezil 

Sustained Release to 10 mg Donepezil Immediate Release in Patients with Moderate to Severe 
Alzheimer's Type Disease 
 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1   ! 
     ! 

 IND # 35,974  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 
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Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Teresa Wheelous, R. Ph.                     
Title:  Sr. Regulatory Management Officer 
Date:  August 9, 2010 
 
                                                       
Name of Office/Division Director signing form:  Russell Katz, M.D. 
Title:  Director, Division of Neurology Products 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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From: Martina Struck@Eisai.com
To: Wheelous, Teresa A; 
Subject: Re: NDA 22568 Aricept 23 mg - PMRs
Date: Thursday, July 08, 2010 11:42:26 AM

 
Teresa,  
 
Eisai agrees with the three postmarketing requirements as outlined below, and 
proposes the following timelines for PRM 1662-1: 

Final Protocol Submission:      12/31/2010  
Study/Trial Completion:          12/31/2011  
Final Report Submission:        06/30/2012  
 
Please do not hesitate to contact me with any questions.  
regards  
Martina  
 
Martina Struck, Ph.D. 
Senior Director, Global Regulatory Affairs CFU 
Neuroscience Product Creation Unit 
Eisai, Inc. 
Tel:  201 949 4966 
Mobile:   
Fax: 201 949 4595 
Email:  martina_struck@eisai.com  
 
 
From: "Wheelous, Teresa A" <Teresa.Wheelous@fda.hhs.gov> 
To: Martina_Struck@Eisai.com 
Date: 07/07/2010 10:26 AM 
Subject: NDA 22568 Aricept 23 mg - PMRs

 

 
 
 
Martina, 

Please review and comment on the following postmarketing requirement dates. 
 Please provide dates for PMR 1662-1 for our consideration. 

(b) (4)

mailto:Martina_Struck@Eisai.com
mailto:/O=FDA/OU=FIRST ADMINISTRATIVE GROUP/CN=RECIPIENTS/CN=WHEELOUST


PMR 1662 – 1    A Single-Dose Oral Neurotoxicity Study in Female Rats 

A single dose oral neurotoxicity study in female rats (at least 10 per group) with 
donepezil and memantine, each administered alone and in combination. Doses of 
donepezil and memantine should range from those estimated to result in plasma 
exposures similar to those observed at the maximum recommended clinical doses 
(i.e., 23 mg/day donepezil and 28 mg/day memantine), up to maximum tolerated 
doses. Two positive control groups should be included, one treated with 30 mg/kg 
i.p. memantine + 10 mg/kg i.p. donepezil (for comparison to the results of Creeley 
et al., 2008) and one treated with 3 mg/kg i.p. MK-801. Neurohistopathology 
should be assessed at 48 hrs after dosing using standard cupric silver staining 
methods, and should include examination of all brain regions shown to be affected 
by Creeley et al. (2008). Toxicokinetic analyses of donepezil and memantine 
should be performed for the oral and i.p. treated groups. The timetable you 
submitted on July ??, 2010, states that you will conduct this study according to the 
following schedule: 

Final Protocol Submission:      MM/YY  
Study/Trial Completion:         MM/YY  
Final Report Submission:        MM/YY 

PMR 1662-2      An in vitro study to evaluate the potential of donepezil as an 
inhibitor of CYP2B6, CYP2C8, and CYP2C19.   

Final Protocol Submission:      12/31/2010  
Study/Trial Completion:         6/30/2011  
Final Report Submission:        12/31/2011 

PMR 1662-3      An in vitro study to evaluate whether donepezil is a P-
glycoprotein substrate.   

Final Protocol Submission:      12/31/2010  
Study/Trial Completion:         6/30/2011  
Final Report Submission:        12/31/2011 

 
Regards, 



CDR Teresa Wheelous, R. Ph.  
Sr. Program Management Officer Consultant  
FDA  
Division of Neurology  
10903 New Hampshire Avenue, Bldg. #22, Room 4344  
Silver Spring, MD 20993-0002  
(telephone) 301-796-1161  
(fax) 301-796-9842 

 
 
[This e-mail message may contain privileged, confidential and/or proprietary information of Eisai. If you 
believe that it has been sent to you in error, please contact the sender immediately and delete the 
message including any attachments, without copying, using, or distributing any of the information 
contained therein. This e-mail message should not be interpreted to include a digital or electronic 
signature that can be used to authenticate an agreement, contract or other legal document, nor to reflect 
an intention to be bound to any legally-binding agreement or contract.]  
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 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 022568 
 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Eisai Inc. 
300 Tice Boulevard 
Woodcliff Lake, New Jersey 07677 
 
ATTENTION: Martina Struck, Ph.D. 
   Senior Director, Global Regulatory Affairs 
 
Dear Dr. Struck: 
 
Please refer to your New Drug Application (NDA) dated September 24, 2009, received 
September 24, 2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act for Donepezil Hydrochloride Tablets, 23 mg. 
 
We also refer to your January 7, 2010, correspondence, received January 8, 2010, requesting 
review of your proposed proprietary name, Aricept  and to the April 6, 2010 correspondence 
from the Agency that the proposed proprietary name Aricept  was acceptable for this product.  
 
Further reference is made to the May 14, 2010 teleconference between representatives of Eisai 
Inc, the Division of Neurology Products, and the Division of Medication Error Prevention and 
Analysis  

 
   

 
We recommend that your Donepezil Hydrochloride Tablets 23 mg product be managed under the 
existing name, Aricept.  We request submission of revised container labels, carton and insert 
labeling to reflect this recommendation.   

(b) (4)

(b) (4)

(b) (4)



NDA 022568 
Page 2 
 
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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 Food and Drug Administration 
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NDA 22-568 INFORMATION REQUEST 

 
Eisai Medical Research Inc. 
Attention: Kevin M. McDonald 
Associate Director, Global Regulatory Affairs 
300 Tice Boulevard 
Woodcliff Lake, NJ 07677 
 
Dear Mr. McDonald: 
 
Please refer to your new drug application (NDA) dated September 24, 2009, submitted under 
section 505(b) of the Federal Food, Drug, and Cosmetic Act, for Aricept (donepezil 
hydrochloride)  tablets 23 mg. 
 
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. The effect of particle size on dissolution profile was evaluated using the drug 
substance lot # 17090304 that has a D90 value of  and the study was concluded 
as “no effect of particle size on dissolution”. Provide comparative dissolution data of 
the established drug product formulation using different lots of API with various 
particle size limits in order to justify such conclusion and the limit of  

 drug substance specification. 
 

2. Clarify how you control the drug substance polymorphic form in the API as well as in 
the drug product. 

 
3. Provide batch analysis data for the drug substances lot(s) that were used to 

manufacture clinical and stability batches.  
 

4. From the pharmaceutical development, 3.2.P.2.2, it appears that the optimization of 
the functional (rate controlling) excipients were done by doing formulation trials 
mainly on the lower strength  

of the product. Clarify how this information was transcribed to the final 
formulation of non dose proportional 23 mg product.   

 
5. Clarify if the ratio between EC and MAC throughout the entire study (Figures 3, 4 

and 5 of 3.2.P.2.2) was kept constant. 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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6. Clarify what viscosity grade of the ethyl cellulose was used. If there any effect of 
viscosity grade of EC on dissolution, we suggest you establish appropriate 
specification.  

 
7. Clarify if the film integrity study was done with the debossed tablets. If not then 

provide film integrity study with the actual debossed tablets.  
 

8. From the given photograph of the finished product provided in section 3.2.P.1.1 (Fig. 
1), it appears that the product has a logo filling problem. The letters “I” , “E” and “P” 
can be barely recognized. Clarify if there was any logo filling problem with the given 
amount of film coat on top of the finished product. Provide tablet samples in support 
of your justification. 

 
9. 

 
10

 
11

 
12

 
13

 
15

 

(b) (4)
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16. Include an in-process core tablet friability test.  
 

17. In your control strategy for process parameter, you have mentioned that if a different 
equipment or different batch size is used, the PARs would change. Describe what 
strategy will be applied to make such changes? 

 
18. As per the ICH guideline Q6A, Identification should be done by either using specific 

test or a combination of tests into a single procedure, such as HPLC/UV diode array. 
Provide either a combination test procedure or a specific test such as IR test. 

 
19. Provide updated DMF authorization letter as follows: 

(a) DMF :  
 

 
(b) DMF :   

 
  

 
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 
 

(b) (4) (b) (4)

(b) (4) (b) (4)
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NDA 022568 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

Eisai Inc. 
300 Tice Boulevard 
Woodcliff Lake, New Jersey 07677 
 
ATTENTION: Martina Struck, Ph.D. 
   Senior Director, Global Regulatory Affairs 
 
Dear Dr. Struck: 
 
Please refer to your New Drug Application (NDA) dated September 24, 2009, received 
September 24, 2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act for Donepezil Hydrochloride  Tablets, 23 mg. 
 
We also refer to your January 7, 2010, correspondence, received January 8, 2010, requesting 
review of your proposed proprietary name, Aricept .  We have completed our review of the 
proposed proprietary name, Aricept  and have concluded that it is acceptable.  
 
The proposed proprietary name, Aricept , 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 January 7, 2010, 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 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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NDA 022568 
 

PROPRIETARY NAME REQUEST  
 WITHDRAWN 

   
Eisai Inc. 
300 Tice Boulevard 
Woodcliff Lake, New Jersey 07677 
 
ATTENTION: Kevin McDonald 
   Associate Director, Global Regulatory Affairs 
 
Dear Mr. McDonald: 
 
Please refer to your New Drug Application (NDA), submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for Donepezil Hydrochloride  Tablets, 
23 mg. 
 
We acknowledge receipt of your December 10, 2009 correspondence, on December 11, 2009, 
notifying us that you are withdrawing your October 6, 2009 request for a review of the proposed 
proprietary name .  This proposed proprietary name request is considered withdrawn 
as of December 11, 2009. 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Laurie Kelley, 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  
 

(b) (4)

(b) (4)
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NDA 22568 FILING COMMUNICATION 
 
Eisai Medical Research Inc. 
Attention:  Kevin M. McDonald 
Associate Director, Global Regulatory Affairs 
300 Tice Boulevard 
Woodcliff Lake, NJ 07677 
 
 
Dear Mr. McDonald: 
 
Please refer to your new drug application (NDA) dated September 24, 2009, received September 
24, 2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for 
Aricept (donepezil hydrochloride) extended release tablets 23 mg. 
 
We also refer to your October 6, 2009 submission. 
 
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 July 24, 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 June 24, 2010. 
 
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. 
 
We have the following information requests: 
 
CLINICAL PHARMACOLOGY 
 
Please provide all datasets (NONMEM format) for population PK analyses along with programs 
and outputs.  
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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 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Patrick Marroum, Biopharmaceutics, 
ONDQA 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):   
Don Henry Project Manager, ONDQA, 301-796-4227 on 
behalf of Martha Heimann 

 
DATE 

10/5/2009 

 
IND NO. 

                   
   

 
NDA NO.  
22-568 

 
TYPE OF DOCUMENT 
original submission 

 
DATE OF DOCUMENT 
September 24, 2009 

 
NAME OF DRUG 

donepezil hydrochloride 

 
PRIORITY CONSIDERATION 

standard 

 
CLASSIFICATION OF DRUG 

Neurology 

 
DESIRED COMPLETION DATE 

2/24/2010 
NAME OF FIRM:  Eisai Medical Research 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE / ADDITION 
  MEETING PLANNED BY 

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
  PRIORITY P NDA REVIEW 
  END-OF-PHASE 2 MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

 
  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:  The dissolution method and acceptance criteria requires an evaluation. Additionally, 
the applicant is proposing a change in debossing for commercial manufacturing from the drug product manufactured 
for the pivotal clinical trials. An evaluation of the dissolution data to support this change is requested. 
 
 
 
 
SIGNATURE OF REQUESTOR 

{See appended electronic signature page} 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 22-568 NDA ACKNOWLEDGMENT 
 
Eisai Medical Research Inc. 
Attention:  Kevin M. McDonald 
Associate Director, Global Regulatory Affairs 
300 Tice Boulevard 
Woodcliff Lake, NJ 07677 
 
 
Dear Mr. McDonald: 
 
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: Aricept  (donepezil hydrochloride) extended release Tablet 23 mg  
 
Date of Application: September 24, 2009 
 
Date of Receipt: September 24, 2009 
 
Our Reference Number:  NDA  22-568 
 
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 November 23, 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. 
 
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 
 

(b) (4)
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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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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Patrick Marroum, Biopharmaceutics, 
ONDQA 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):   
Don Henry Project Manager, ONDQA, 301-796-4227 on 
behalf of A. Khairuzzaman/R. Sood 

 
DATE 

2/25/2010 

 
IND NO. 

                   
   

 
NDA NO.  
22-568 

 
TYPE OF DOCUMENT 
original submission 

 
DATE OF DOCUMENT 
September 24, 2009 

 
NAME OF DRUG 

donepezil hydrochloride 

 
PRIORITY CONSIDERATION 

standard 

 
CLASSIFICATION OF DRUG 

Neurology 

 
DESIRED COMPLETION DATE 

3/24/2010 
NAME OF FIRM:  Eisai Medical Research 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE / ADDITION 
  MEETING PLANNED BY 

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
  PRIORITY P NDA REVIEW 
  END-OF-PHASE 2 MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

 
  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:   

 
 

  
 
 
 
 
SIGNATURE OF REQUESTOR 

{See appended electronic signature page} 

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
 

 

(b) (4)
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\ppendix to Action Package Checklst

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:
(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written

right of reference to the underlying data. If published literature is cited in the NDA but is not necessary for
approval, the inclusion of such literature wil not, in itself, make the application a 505(b )(2) application.

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drg product and the
applicant does not own or have right to reference the data supporting that approval.

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the
safety or effectiveness of the particular drg for which the applicant is seeking approval. (Note, however, that this

does not mean any reference to general information or knowledge (e.g., about disease etiology, support for
particular endpoints, methods of analysis) causes the application to be a 505(b )(2) application.)

Types of products for which 505(b )(2) applications are likely to be submitted include: fixed-dose combination drg
products (e.g., hear drg and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR
330.11); new dosage forms; new indications; and, new salts.

An efficacy'supplement can be either a (b)(l) or a (b)(2) regardless of whether the original NDA was a (b)(l) or a (b)(2).

An effcacy supplement is a 505(b)(I) supplement if the supplement contains all of the information needed to support the
approval of the change proposed in the supplement. For example, if the supplemental application is for a new indication,
the supplement is a 505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of
reference to the data/studies).

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of
safety and effectiveness for the original application or previously approved supplements is needed to support the
change. For example, this would likely be the case with respect to safety considerations ifthe dose(s) was/were
the same as (or lower than) the original application.

(3) And all other "criteria" are met (e.g., the applicant owns or has right of reference to the data relied upon for
approval of the supplement, the application does not rely for approval on published literature based on data to
which the applicant does not have a right of reference).

An effcacy supplement is a 505(b)(2) supplement if:
(1) Approval of the change proposed in the supplemental application would require data beyond that needed to

support our previous finding of safety and efficacy in the approval of the original application (or earlier
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a
right to reference studies it does not own. For example, ifthe change were for a new indication AN a higher
dose, we would likely require clincal efficacy data and preclinical safety data to approve the higher dose. If the
applicant provided the effectiveness data, but had to rely on a different listed drg, or a new aspect of a previously
cited listed drg, to support the safety of the new dose, the supplement would be a 505(b )(2).

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the
applicant does not own or have a right to reference. If published literature is cited in the supplement but is not
necessar for approval, the inclusion of such literature wil not, in itself, make the supplement a 505(b )(2)
supplement.

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference,

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE's
ADRA.

Version: 7/8/10




