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EXCLUSIVITY SUMMARY  

 
NDA # 204736     SUPPL # N/A    HFD #       

Trade Name:   AcipHex Sprinkle 
 
Generic Name:   rabeprazole sodium 
     
Applicant Name:   Eisai, Inc.       
 
Approval Date, If Known:   March 27, 2013       
 
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? 
 

3 years 
 

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? 
    
      Yes 
 
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# 020973 Aciphex (rabeprazole sodium) 

NDA#             

NDA#             

    
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) 
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is "yes" for any investigation referred to in another application, do not complete remainder of 
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: 

 
      

 
                     

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"): 

 
 NDA 204,736:  RABGRD3003 

 
 
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 # 33985 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:  CDR Stacy Barley, R.N., M.S.N., M.H.A.                     
Title:  Senior Regulatory Project Manager 
Date:  03/13/13 
                                                   
Name of Office/Division Director signing form:  Andrew Mulberg, M.D., F.A.A.P, C.P.I. 
Title:  Deputy Director 
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Appendix to Action Package Checklist 
 
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 will 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 drug 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 drug 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 drug 
products (e.g., heart drug 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)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) 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 if the 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 efficacy 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, if the change were for a new indication AND a higher 
dose, we would likely require clinical 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 drug, or a new aspect of a previously 
cited listed drug, 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 
necessary for approval, the inclusion of such literature will 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. 
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com"; 
Subject: NDA 204736 Aciphex Sprinkle: Labeling information request
Date: Friday, March 22, 2013 7:52:11 AM
Attachments: proposed-tracked-changes3.22.13.doc 

Medication guide 3.21.13 edits.doc 
proposed-tracked-changes3 22 13.pdf 
Medication guide 3 21 13 edits.pdf 

 
Hello Amanda, 

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for AcipHex Sprinkle (rabeprazole 
sodium) Delayed-Release Capsules (NDA 204736).

We are reviewing the labeling section of your submission and have comments and 
information requests. 

In addition to the comments below, we have provided edits within the label and 
medication guide. We request a prompt written response (by 10am, March 25, 
2013) to the PI, medication guide as well as the formal submission of the revised 
container labels which displays the registry and trademark symbol. 

 
1.  Highlights (HL): All headings in HL must be presented in the center of a 

horizontal line, in UPPER-CASE letters and bolded. Comment: 
Not all headings (e.g., Dosage and Administration; Dosage Forms and 
Strengths; Warnings and Precautions; Use in Specific Populations) are in 
the center of a horizontal line.  

2.      Highlights (HL): Each summarized statement in HL must reference the 
section(s) or subsection(s) of the Full Prescribing Information (FPI) that contains 
more detailed information. The preferred format is the numerical identifier in 
parenthesis [e.g., (1.1)] at the end of each information summary (e.g. end of each 
bullet). Comment: Indications and Usage RMC must reference (1.8), not 
(1.4) which is for the adult indication, not pediatrics; Warnings and 
Precautions RMC must reference (5.6), not (5.8) since there is no subsection 
5.8 in the FPI; The reference is missing for the first block of text under 
Dosage and Administration; The reference is missing for the two bulleted items 
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under Use in Specific Populations.

3.      Recent Major Changes (RMC): Must be listed in the same order in HL as 
they appear in FPI. Comment: For RMC in HL, Warnings and 
Precautions (5.3) must come before Warnings and Precautions (5.6), not 
follow after since subsection 5.3 precedes subsection 5.6 in the FPI.

4.      Recent Major Changes (RMC): Includes heading(s) and, if appropriate, 
subheading(s) of labeling section(s) affected by the recent major change, together 
with each section’s identifying number and date (month/year format) on which the 
change was incorporated in the PI (supplement approval date). Comment: 
Incorrect identifying numbers used for the following RMC in HL: RMC for 
Indications and Usage (1.4), change to Indications and Usage (1.8). RMC for 
Warnings and Precautions (5.8), change to Warnings and Precautions (5.6).

5.      Table of Contents (TOC): The section headings and subheadings 
(including title of the Boxed Warning) in the TOC must match the headings and 
subheadings in the FPI. Comment: In TOC, Subsection 6.1 Clinical 
Studies Experience; however, in the FPI 6.1 Clinical Trials Experience. 
Also, there should be NO periods after the numbers for the section headings 
in the TOC.

6.      Table of Contents (TOC): All subsection headings must be indented, not 
bolded, and in title case. Comment: Subsection 2.8 use title case letters 
for ". . . Pediatric Use", not ". . . pediatric use"; Subsection 7.4, use title case 
letters for ". . . Dependent on Gastric pH for Absorption", not ". . . dependent on 
gastric pH for absorption".

7.      Full Prescribing Information (FPI): There should be no periods after 
the numbers for the section headings in the FPI.

8.      Full Prescribing Information (FPI): The preferred presentation for cross-
references in the FPI is the section heading (not subsection heading) followed by 
the numerical identifier in italics. For example, “[see Warnings and 
Precautions (5.2)]”. Comment: Do not use subsection headings or 
headings within a subsection in the format of the cross reference. Do not use 
all upper case letters for the section heading. Different presentations are used 
in the FPI. Use the format described above. Cross reference to the section 
heading. Correct the mistakes in subsections 1.5, 2.5, 2.7, 2.8, 7.6, 7.8, 12.2.
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9.      Full Prescribing Information (FPI): If RMCs are listed in HL, the 
corresponding new or modified text in the FPI sections or subsections must be 
marked with a vertical line on the left edge. Comment: There are no 
vertical lines in the FPI for the four RMC listed in HL. Must insert for each 
RMC.

Please contact me if you have any questions. 

Stacy Barley, RN, M.S.N., M.H.A.  
CDR, USPHS Commissioned Corps  
Senior Regulatory Project Manager  
Division of Gastroenterology/Inborn Errors Products  
Office of Drug Evaluation III  
CDER/FDA  
(301) 796-2137 (office)  
(301) 796-9905 (fax)  
stacy.barley@fda.hhs.gov 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com"; 
Subject: FW: NDA 204736 Aciphex Sprinkle
Date: Tuesday, March 19, 2013 2:57:47 PM
Attachments: Medication guide 3.19.13 edits.doc 

proposed-tracked-changes for Eisai 3.19.13.doc 

Hi Amanda, 

I have another request for a labeling change: 

With regard to section 8.4—titled “GERD in infants 1 to 11 months of age.”  
Please change the statement that we added at the beginning of the section to say: 
“Studies conducted do not support the use of ACIPHEX or the treatment of GERD 
in pediatric patients 1 to 11 months of age.”

Thank you,  
Stacy 

______________________________________________  
From:   Barley, Stacy   
Sent:   Tuesday, March 19, 2013 1:46 PM  
To:     'Amanda_Goodwin@eisai.com'  
Subject:        NDA 204736 Aciphex Sprinkle 

Hello Amanda, 

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for AcipHex Sprinkle (rabeprazole 
sodium) Delayed-Release Capsules (NDA 204736).

We are reviewing the labeling section of your submission and have the following 
comments and revisions. Please accept the revisions you are in agreement with.  

We request a prompt written response (by 2 pm EDT, Wednesday March 20, 
2013) in order to continue our evaluation of your NDA.

 
Stacy Barley, RN, M.S.N., M.H.A.  
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CDR, USPHS Commissioned Corps  
Senior Regulatory Project Manager  
Division of Gastroenterology/Inborn Errors Products  
Office of Drug Evaluation III  
CDER/FDA  
(301) 796-2137 (office)  
(301) 796-9905 (fax)  
stacy.barley@fda.hhs.gov 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com";
Subject: NDA 204736 Aciphex Sprinkle: labeling discussion
Date: Thursday, March 14, 2013 3:10:14 PM
Attachments: 3.14.13 edits for Eisai.doc

3.14.13 edits for Eisai.pdf

Hello Amanda,

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for AcipHex Sprinkle (rabeprazole 
sodium) Delayed-Release Capsules (NDA 204736).

We are reviewing the labeling section of your submission and have the following 
comments and revisions. Please accept the revisions you are in agreement with.

We request a prompt written response (by 9am EDT, Monday March 18, 2013) in 
order to continue our evaluation of your NDA.

Thanks!

Stacy Barley, RN, M.S.N., M.H.A.
CDR, USPHS Commissioned Corps
Senior Regulatory Project Manager
Division of Gastroenterology/Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
(301) 796-2137 (office)
(301) 796-9905 (fax)
stacy.barley@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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Tran-Zwanetz, Catherine 

From: Amanda_Goodwin@eisai.com
Sent: Friday, March 15, 2013 9:56 AM
To: Tran-Zwanetz, Catherine; Barley, Stacy
Subject: NDA 204736 PMC related to dose dumping (timelines)

Page 1 of 1

3/15/2013

Dear Cathy, as promised I am following up on our phone conversation from yesterday regarding the following 
PMC contained in correspondence dated 8 February 2013:  
"2. It is important to evaluate the potential for dose dumping of your modified release dosage form. Therefore, as 
a post approval commitment, we request that you conduct an in vitro study to assess the effect of alcohol on the 
drug release of AcipHex and submit the report to FDA six months from the date of receiving this request."  
 
The following timelines were discussed during our phone conversation yesterday:  
Protocol Submission: 8 May 2013 
Study Completion: 8 July 2013 
Report Submitted 8 August 2013  
 
This email is to confirm that we are in agreement with these timelines.  
 
Please let me know if any additional action is required on my end, and have a lovely weekend  
Amanda  
 
 
 

  
[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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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com"; 
Subject: NDA 204736 Aciphex Sprinkle: Information Request (carton and Container labeling)
Date: Tuesday, March 12, 2013 2:05:45 PM

Hello Amanda, 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of 
the Federal Food, Drug, and Cosmetic Act for AcipHex Sprinkle (rabeprazole sodium) 
Delayed-Release Capsules (NDA 204736).

We are reviewing the Carton and Container labeling sections of your submission and 
have the following comments and information requests.  

1. Container Label (5 mg and 10 mg) 

A.  Replace the statement on the side panel, “Do not swallow capsule whole” 
with the following: “Open capsule and sprinkle contents on liquid or soft 
food. Do NOT crush or chew capsule contents”.  

B.      Relocate the net quantity (e.g., 30 [or 90] capsules) away from the strength 
statement to minimize confusion between these two statements. Ensure there is 
adequate white space between the statements and consider reducing the 
prominence of the graphic (located above the proprietary name) and the 
manufacturer’s logos (located at the bottom of the principal display panel) to 
create additional white space on the principal display panel.

2. Container Label (20 mg) 

C.      At the time of the next printing or within a year, revise the label and 
labeling of the approved 20 mg tablets incorporating comment B(1)b.

3.  The presentation of drug identifying information on the label is presented in 
different font styles and colors making it difficult to read.  We recommend the 
Applicant remove the color block from the statement "Sprinkle" and use the 
same font color and style for the proprietary name (Aciphex Sprinkle), the active 
ingredient (rabeprazole sodium), and the dosage form ("delayed-release 
capsules").  Additionally, ensure that there is sufficient contrast between the 
chosen color and the white background of the container label.  

We request a prompt written response (by March 14, 2013) in order to continue our 
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evaluation of your NDA. 

Thank you! 

Stacy Barley, RN, M.S.N., M.H.A.  
CDR, USPHS Commissioned Corps  
Senior Regulatory Project Manager  
Division of Gastroenterology/Inborn Errors Products  
Office of Drug Evaluation III  
CDER/FDA  
(301) 796-2137 (office)  
(301) 796-9905 (fax)  
stacy.barley@fda.hhs.gov 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND 
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, 
you are hereby notified that any review, disclosure, dissemination, copying, or other action 
based on the content of this communication is not authorized.  If you have received this 
document in error, please notify us immediately by telephone at (301) 796-0069.  Thank you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com"; 
Subject: NDA 204736 Aciphex Sprinkles
Date: Friday, March 01, 2013 1:49:53 PM
Attachments: FDA edits for Eisai 3.1.13.pdf 

FDA edits for Eisai 3.1.13.doc 
FDA edits for Eisai 3.1.13 clean.doc 

Hello Amanda, 

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for AcipHex Sprinkle (rabeprazole 
sodium) Delayed-Release Capsules (NDA 204736).

We are reviewing the labeling section of your submission and have the following 
comments and information requests.  

We request a prompt written response (by March 6, 2013) in order to continue our 
evaluation of your NDA. 

Please accept the FDA edits if you are in agreement. If you are not in agreement 
please provide your own revisions ensuring you use the track changes format. If 
you have specific question for certain sections, place comments be that particular 
section. 

Contact me if you have any questions. Thank you! 

Stacy Barley, RN, M.S.N., M.H.A.  
CDR, USPHS Commissioned Corps  
Senior Regulatory Project Manager  
Division of Gastroenterology/Inborn Errors Products  
Office of Drug Evaluation III  
CDER/FDA  
(301) 796-2137 (office)  
(301) 796-9905 (fax)  
stacy.barley@fda.hhs.gov 

 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
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AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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From: Benjamin, Jessica
To: Amanda Goodwin@eisai.com
Cc: Barley, Stacy; Benjamin, Jessica
Subject: NDA 204736 AcipHex - request for information
Date: Thursday, February 21, 2013 1:14:52 PM

Hello Amanda,

My name is Jessica Benjamin and I am the Project Manager covering for Stacy Barley while she is out
of the office. Please refer to your New Drug Application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for AcipHex (rabeprazole sodium) Delayed-Release Sprinkle
Capsules (NDA 204736).  We are reviewing the Clinical Pharmacology section of your submission and
have the following information request:

Please provide following data files used for statistical analysis of PK parameters for BE
analysis (Study 1007) 
For Metabolite: Param_descr.xpt 
For Rabeprazole: Param_descr2.xpt 
We request a prompt written response (by close of business February 22, 2013) in order to continue
our evaluation of your NDA.

Thanks, 
Jessica

Jessica M. Benjamin, MPH 
Senior Regulatory Project Manager 
Division of Gastroenterology and Inborn Errors Products 
Office of New Drugs III 
Center for Drug Evaluation and Research 
301-796-3924 office 
301-796-9904 fax

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby notified that
any review, disclosure, dissemination, copying, or other action based on the content of this communication is not
authorized.  If  you have received this document in error, please notify us immediately by telephone at (301) 796-3924.  Thank
you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com";
Subject: NDA 204736 AcipHex: discussion of name and dosage form
Date: Tuesday, February 19, 2013 7:19:20 AM

Hello Amanda,

The Agency's Labeling and Nomenclature Committee has been 
discussing NDA 204736 and has determined that the proprietary name 
for this application should be Aciphex Sprinkles and the dosage form 
will be "Delayed Release Capsules". Please share this with your team 
and let me know if you have any concerns.  Thanks!

Stacy Barley, RN, M.S.N., M.H.A.
CDR, USPHS Commissioned Corps
Senior Regulatory Project Manager
Division of Gastroenterology/Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
(301) 796-2137 (office)
(301) 796-9905 (fax)
stacy.barley@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com";
Subject: NDA 204736 AcipHex: Information request (clinical and Clinpharm) 2/14/13
Date: Thursday, February 14, 2013 1:33:51 PM

Hello Amanda,

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for AcipHex (rabeprazole sodium) 
Delayed-Release Sprinkle Capsules (NDA 204736).

We are reviewing the Clinical and Clinical Pharmacology sections of your 
submission and have the following comments and information requests:

Clinical:
Please provide a data table (as a *.xpt or *.xls  or *.doc) with the following data 
fields for all 127 subjects (one row per subject):

Subject ID, baseline HD score, baseline HFRE score, Week-12 HD, Week-12 
HFRE, Week-36 HD, Week-36 HFRE

Clinical Pharmacology:
Please provide the SAS code used for statistical analysis of PK parameters in 
Study 1007.  If it is already submitted, please guide the reviewer to its location.

We request a prompt written response (by close of business February 15, 2013) in 
order to continue our evaluation of your NDA.

Thanks!

Stacy Barley, RN, M.S.N., M.H.A.
CDR, USPHS Commissioned Corps
Senior Regulatory Project Manager
Division of Gastroenterology/Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
(301) 796-2137 (office)
(301) 796-9905 (fax)
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stacy.barley@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com";
Subject: NDA 204736 AcipHex: Information Request (clinical)
Date: Tuesday, February 12, 2013 1:55:47 PM

Hello Amanda,

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for AcipHex (rabeprazole sodium) 
Delayed-Release Sprinkle Capsules (NDA 204736).

We are reviewing the Clinical section of your submission and have the following 
comments and information requests.

In the Study 3003 part 2 study report, please reconcile the apparent 
discrepancies in reported numbers for healing rates (HD=0) in 
tables DEFF01BA (p. 142) and DEFF02BAT (p. 150).

We request a prompt written response (by February 14, 2013) in order to continue 
our evaluation of your NDA.

Thank you.

Stacy Barley, RN, M.S.N., M.H.A.
CDR, USPHS Commissioned Corps
Senior Regulatory Project Manager
Division of Gastroenterology/Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
(301) 796-2137 (office)
(301) 796-9905 (fax)
stacy.barley@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
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other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com";
Subject: NDA 204736 aCIPhEX: Information Request (Biopharm)
Date: Friday, February 08, 2013 10:45:10 AM

Hello Amanda,

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for AcipHex (rabeprazole sodium) 
Delayed-Release Sprinkle Capsules (NDA 204736).

We are reviewing the Biopharm section of your submission and have the 
following comments and information requests:

1.  Based on the dissolution data for your product, an acceptance criterion of Q = 
% at 25 minutes should be implemented.  Provide a revised specification table 

for your drug product with the updated dissolution acceptance criterion.

2. It is important to evaluate the potential for dose dumping of your modified 
release dosage form. Therefore, as a post approval commitment, we request that 
you conduct an in vitro study to assess the effect of alcohol on the drug release of 
AcipHex and submit the report to FDA six months from the date of receiving this 
request.  The following points should be considered during this evaluation:

Reference ID: 3258349
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We request a prompt written response (by February 15, 2013) in order to 
continue our evaluation of your NDA. Please formally submit your response 
to your NDA.

Thank you!

Reference ID: 3258349

(b) (4)



Stacy Barley, RN, M.S.N., M.H.A.
CDR, USPHS Commissioned Corps
Senior Regulatory Project Manager
Division of Gastroenterology/Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
(301) 796-2137 (office)
(301) 796-9905 (fax)
stacy.barley@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com";
Subject: NDA 204736 Aciphex: Information Request
Date: Tuesday, February 05, 2013 6:19:04 PM

Hello Amanda,

Please refer to your New Drug Application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for AcipHex (rabeprazole sodium) 
Delayed-Release Sprinkle Capsules (NDA 204736).

We are reviewing the Chemistry section of your submission and have the 
following comments and information requests.  We request a prompt written 
response (by February 8, 2013) in order to continue our evaluation of your NDA.

● Please clarify the package configuration(s) that will be used to market the 
drug product. Update the Package Insert to include the package 
configuration of "bottles of 90" in the "How Supplied" Section if this 
configuration is also to be used for marketing

Please contact me if you have any questions. Thank you!

Stacy Barley, RN, M.S.N., M.H.A.
CDR, USPHS Commissioned Corps
Senior Regulatory Project Manager
Division of Gastroenterology/Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
(301) 796-2137 (office)
(301) 796-9905 (fax)
stacy.barley@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com";
Subject: RE: NDA 204736
Date: Wednesday, January 30, 2013 11:21:59 AM

Hello Amanda,

We are in the process of reviewing your new NDA 204736 AcipHex Delayed-
Release Sprinkle Capsules. We have the following clinical pharmacology 
information request:

In your relative BA study, following treatments using vehicle suspension were 
studied (see below).  It is unclear what you mean by a vehicle suspension from 
a vehicle granules or a vehicle tablet. Please provide a detailed preparation 
instruction for vehicle suspension. 

● Treatment A (reference): 10 mg (2 x 5 mg) rabeprazole sprinkle 
capsules. After the capsules were opened, the granules were added to a 
vehicle suspension from strawberry-flavored vehicle granules.

● Treatment E (test): 10 mg (2 x 5 mg) rabeprazole sprinkle capsules. 
After capsules were opened, the granules were added to a vehicle 
suspension from a vehicle tablet

We request a response by close of business February 1, 2013, or sooner if 
possible.

Thanks you!

Stacy Barley, RN, M.S.N., M.H.A.
CDR, USPHS Commissioned Corps
Senior Regulatory Project Manager
Division of Gastroenterology/Inborn Errors Products
Office of Drug Evaluation III
CDER/FDA
(301) 796-2137 (office)
(301) 796-9905 (fax)
stacy.barley@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
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AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, copying, or 
other action based on the content of this communication is not authorized.  If you have 
received this document in error, please notify us immediately by telephone at (301) 796-
0069.  Thank you.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 204736  
 INFORMATION REQUEST 
 

 
Eisai Inc. 
Attention: Thomas A. Broadbent, Ph.D. 
Associate Director, Regulatory Affairs 
155 Tice Blvd.  
Woodcliff Lake, NJ 07677 
 
 
Dear Dr. Broadbent: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for AcipHex (rabeprazole sodium) Delayed Release Capsules. 
 
We also refer to your September 27, 2012 submission.  
 
We are reviewing the Chemistry, Manufacturing and Controls section 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 in-process control(s) for  in the drug product manufacturing 
process. 

 
2. Provide clarification or derivation for the equations used to calculate the amount of  

 and the amount of enteric coating.  
 

3. Update Section 3.2.P.8.2 to commit to place the first three production batches of each 
strength of rabeprazole sodium delayed-release sprinkle capsules on long term stability 
studies through the proposed shelf life and on accelerated studies for 6 months using the 
registration stability protocols.  

 
4. Identify the CFR indirect food additive regulations to which the components of the drug 

product container closure systems (including the desiccant) conform.  
 

5. Clarify the strengths of rabeprazole sodium delayed-release sprinkle capsules for which 
you are seeking approval.  Three strengths of the capsules are discussed in the 
application, but only two strengths are present in the package insert. 

 
 

Reference ID: 3244165
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NDA 204736 
Page 2 
 
 

 

If you have any questions, call Cathy Tran-Zwanetz, Regulatory Project Manager, at (301) 796-
3877. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Moo-Jhong Rhee, Ph.D 
Branch Chief, Branch IV 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com"
Subject: NDA 204736 Aciphex: Information Request (clinical)
Date: Thursday, December 13, 2012 2:39:45 PM

Hello Amanda,

Please refer to your New Drug Application (NDA) dated September 27, 2012,
received September 27, 2012, submitted under section 505(b) of the Federal Food,
Drug, and Cosmetic Act, for AcipHex® (rabeprazole sodium) Delayed-Release
Sprinkle Capsule. We are in the process of reviewing you application and request the
following information:

In study 3003 part 1, there seems to be a discrepancy between the number of
subjects with adverse events (AEs) reported in this CSR (see bottom of p. 122 of
CSR for this study) and the data in AE.xpt. We are unable to reproduce your AE
counts for Study 3003-Part-1, thus there appears to be no variable in the AE.xpt
dataset that identifies in which part of the study the AE occurred. Additionally, there is
no variable indicating dose actually received when the AE occurred.  Please clarify or
submit datasets with a variable showing which part of the study the AEs occurred.

Please contact me if you have any questions. Thank you!

Stacy Barley, RN, M.S.N., M.H.A. 
CDR, USPHS Commissioned Corps 
Senior Regulatory Project Manager 
Division of Gastroenterology/Inborn Errors Products 
Office of Drug Evaluation III 
CDER/FDA 
(301) 796-2137 (office) 
(301) 796-9905 (fax) 
stacy.barley@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby notified that
any review, disclosure, dissemination, copying, or other action based on the content of this communication is not
authorized.  If  you have received this document in error, please notify us immediately by telephone at (301) 796-0069.  Thank
you.
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From: Barley, Stacy
To: "Amanda Goodwin@eisai.com"
Subject: Exclusivity for rabeprazole
Date: Wednesday, December 12, 2012 11:23:07 AM

Hello Ms. Goodwin,

Pediatric Exclusivity has been granted for studies conducted on rabeprazole, effective
December 4, 2012, under section 505A of the Federal Food, Drug, and Cosmetic Act
(21 U.S.C. 355a). This information will be reflected on CDER's pediatric web site and
in the monthly update of the Orange Book.

In accordance with section 505A(e)(1) of the Act, as amended by the FDA
Amendments Act (Pub. L. No. 110-85), approved drugs for which a pediatric
exclusivity determination was made on or after September 27, 2007, shall have a
copy of the Written Request and any amendments posted on CDER’s pediatric web
site.

In addition, we remind you that section 17 of the BPCA, as reauthorized and
amended under the FDA Safety & Innovation Act (Pub. L. No. 112-144), requires for
18 months after pediatric labeling is approved, any report received by FDA of an
adverse event associated with the drug granted exclusivity will be referred to the
Office of Pediatric Therapeutics. This process occurs for all products granted
Pediatric Exclusivity regardless of the regulatory action taken. The Director of that
Office will provide for a review of the adverse event reports by the Pediatric Advisory
Committee (PAC) and will obtain recommendations from that Committee on action
FDA should take.

Please contact me if you have any questions. Thank you.

Stacy Barley, RN, M.S.N., M.H.A. 
CDR, USPHS Commissioned Corps 
Senior Regulatory Project Manager 
Division of Gastroenterology/Inborn Errors Products 
Office of Drug Evaluation III 
CDER/FDA 
(301) 796-2137 (office) 
(301) 796-9905 (fax) 
stacy.barley@fda.hhs.gov

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby notified that
any review, disclosure, dissemination, copying, or other action based on the content of this communication is not
authorized.  If  you have received this document in error, please notify us immediately by telephone at (301) 796-0069.  Thank
you.

Reference ID: 3229636



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

STACY R BARLEY
12/12/2012

Reference ID: 3229636



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 204736  

NDA ACKNOWLEDGMENT 
 
Eisai Inc. 
Attention:  Amanda Goodwin 
Associate Director, Regulatory Affairs 
155 Tice Boulevard 
Woodcliff Lake, NJ 07677 
 
 
Dear Ms. Goodwin: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) (1) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: AcipHex® (rebaprazole sodium) Delayed-Release Sprinkle Capsule 
 
Date of Application: September 27, 2012 
 
Date of Receipt: September 27, 2012 
 
Our Reference Number:  NDA 204736 
 
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 26, 2012, 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). 
 
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: 

Reference ID: 3198921
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Gastroenterology and Inborn Errors 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 Stacy Barley, Regulatory Project Manager, at (301) 796-2137. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Stacy Barley, R.N., M.S.N., M.H.A. 
CDR/USPHS 
Senior Regulatory Project Manager 
Division of Gastroenterology and Inborn Errors 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Reference ID: 3198921
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