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EXCLUSIVITY SUMMARY  

 
NDA # 204096    SUPPL # N/A    HFD # 590 

Trade Name   Astagraf XL 
 
Generic Name   tacrolimus extended-release capsules
     
Applicant Name   Astellas       
 
Approval Date, If Known   July 19, 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 X  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 X 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 X NO  

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

3 years

NOTE: Please see Attachments 1 and 2 (submitted by applicant on July 20,
2012, and July 2, 2013, respectively)

 
e) Has pediatric exclusivity been granted for this Active Moiety? 

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

      
NDA# 50708 Prograf (tacrolimus)

NDA# 50709 Prograf (tacrolimus)

NDA# 50777 Protopic (tacrolimus)

    
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 X
 
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 
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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 
summary for that investigation.  

   YES X 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 X 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 X 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 X

 
     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?  

Reference ID: 3343952



 
 

Page 5 

   
   YES  NO X

 
     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: 

 
Study 02-0-158 “A Phase III, Randomized, Open-Label, Comparative, Multi-Center 
Study to Assess the Safety and Efficacy of Prograf® (tacrolimus)/MMF, Modified 
Release (MR) Tacrolimus/MMF and Neoral® (cyclosporine)/MMF in De Novo Kidney 
Transplant Recipients” 

Study FG-506E-12-03 “A Multicenter, 1:1 Randomized, Double Blind, Two Arm 
Parallel Group Study to Evaluate and Compare the Efficacy and Safety of Modified 
Release Tacrolimus FK506E (MR4) Versus Tacrolimus FK506 in Combination with 
MMF (Cellcept®) and Steroids in Patients Undergoing Kidney Transplantation” 

 
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.") 
 
NOTE: Study 02-0-158, Investigation #1 below, has three arms. One of the arms was
used to support approval of another NDA.

 
 Investigation #1    02-0-158        YES  NO  

  

 Investigation #2    FG-506E-12-03    YES  NO X
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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   02-0-158     YES  NO X

   
 Investigation #2   FG-506E-12-03    YES  NO X

 
 

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"): 

 
 Investigation #1 02-0-158 Investigation #2 FG-506E-12-03

 
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 # 64148  YES X !  NO       
      !  Explain:   
                                 

              
Investigation #2   ! 

! 
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 IND #        YES    !  NO X   
      !  Explain: Study#2 (12-03)wasnot conductedunder

an IND, but conducted by the applicant.
                                      
         
                                                             

(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? 

 
 
 
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 X

 
If yes, explain:   
 

      
 
================================================================= 
                                                    
Name of person completing form:  Jacquelyn Smith                     
Title:  Senior Regulatory Project Manager 
Date:  July 19, 2013 
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Name of Office/Division Director signing form:  Renata Albrecht, M.D.
Title: Division Director
 
 
 
Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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 Attachments 
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1 INTRODUCTION

Pursuant to Section 505(b)(1) of the Federal Food, Drug and Cosmetic Act and the 
implementing regulation 21 CFR 314.50 Content and format of an application, Astellas is 
submitting a New Drug Application (NDA 204096) for Advagraf (tacrolimus extended-
release capsules, 0.5 mg, 1 mg and 5 mg strengths) for the indications of the prophylaxis of 
organ rejection in kidney transplant patients and the prophylaxis of organ rejection in male 
liver transplant patients.

Astellas is requesting a three-year period of exclusivity for each of the above mentioned 
indications for a new condition of use of tacrolimus (as Advagraf capsules) upon approval of 
the NDA. This Module 1.3.5.3 Exclusivity Request provides the background and rationale for 
the three year exclusivity request. 

2 BACKGROUND

In 1994, Astellas received approval for Prograf (tacrolimus) Capsules and Injection as 
described in NDAs 50-708 and 50-709 under Section 507 of the Food, Drug, and Cosmetic 
Act (FDCA) for the indication of prophylaxis of organ rejection in patients receiving 
allogeneic liver transplants. The indication was expanded to include kidney and heart 
transplants in 1997 and 2006, respectively. In addition, a topical formulation of tacrolimus 
(Protopic® (tacrolimus) Ointment, 0.03% and 0.1%) as described in NDA 50-777 was 
approved in December 2000 and is now indicated for second-line therapy for the short-term 
and non-continuous chronic treatment of moderate to severe atopic dermatitis in non-
immunocompromised adults and children who have failed to respond adequately to other 
topical prescription treatments for atopic dermatitis, or when those treatments are not 
advisable.

Astellas is now seeking approval for Advagraf (tacrolimus extended-release capsules)
through a New Drug Application (NDA) under Section 505(b)(1). Unlike Prograf capsules, 
which are administered twice a day, Advagraf capsules are intended to be dosed once daily.

Prior to 1997, antibiotic drugs, such as Prograf, were approved under section 507 of the 
FDCA rather than section 505. The 1984 Hatch-Waxman amendments to the FDCA 
established a statutory pathway for approval of generic versions of drugs approved under 
section 505. The amendments, however, did not establish a statutory pathway for approval of 
generic versions of antibiotic drugs approved under section 507. In 1997, as part of the Food 
and Drug Administration Modernization Act (FDAMA), Congress repealed section 507 of 
the FDCA. Section 125 of FDAMA provided that, going forward, all NDAs for antibiotic 
drugs would be submitted under section 505. Such drugs were therefore within the Hatch-
Waxman generic drug approval scheme and therefore entitled to exclusivity, subject to patent 
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listing, subject to abbreviated new drug applications (ANDAs), and entitled to 30-month 
stays. 

Section 125(d)(1) of FDAMA declared that an antibiotic application approved under section 
507 before enactment of FDAMA would be considered an application submitted and filed 
under section 505(b) and approved under section 505(c). Under FDAMA section 125(d)(2), 
certain Hatch-Waxman provisions would not apply to an “application for marketing in which 
the drug that is the subject of the application contains an antibiotic drug and the antibiotic 
drug was the subject of an application for marketing receiving by the Secretary of Health and 
Human Services under section 507” prior to FDAMA. These Hatch-Waxman provisions 
included the patent listing, patent certification, and marketing exclusivity provisions of 
section 505. 

In 2008, Congress added section 505(v) to the FDCA to amend FDA’s rules regarding “old 
antibiotics” and to incentivize the development of antibiotics. Section 505(v)(1) governs any 
NDA submitted after enactment of section 505(v), if the drug that is the subject of the NDA 
contains an antibiotic drug that was the subject of an application approved by FDA under 
section 507. Under section 505(v), such an antibiotic is eligible for three-year exclusivity 
under section 505(c) or section 505(j). This rule, however, does not apply to an NDA for a 
condition of use for which the relevant drug was approved prior to enactment of section 
505(v). 

Because Advagraf contains tacrolimus, an antibiotic drug that was the subject of an approved 
application under section 507 before enactment of section 505(v), Advagraf is subject to 
section 505(v)(1). This means that so long as: 

(1) Astellas is seeking approval of Advagraf for a condition of use different from any 
condition of use for which Prograf was approved, and 

(2) Advagraf’s NDA satisfies the requirements set forth in section 505(c)(3)(E)(iii), 
Advagraf will be entitled to three-year exclusivity. 

In addition, if Advagraf is subject to section 505(v), then the Hatch-Waxman amendments 
(including the patent-listing requirements) would also apply to the drug. 

3 NEW CONDITION OF USE

FDA has not specifically defined the phrase “condition of use” for purposes of determining 
whether a particular change to an already approved drug product would qualify for three-year 
exclusivity. The FDA has, however, identified certain types of product changes that would 
normally warrant three-year exclusivity, including “changes in dosing regimen.” See 59 Fed. 
Reg. at 50357. Further, FDA has stated that conditions of use “include, among other things, 
indications and dosage instructions….” 54 Fed. Reg. at 28881 (describing the information 
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that an ANDA must include to show that the conditions of use for which the applicant is 
seeking approval have been previously approved for the reference listed drug). FDA has 
referred to the phrase “conditions of use” similarly in the animal-drug context. See 77 Fed. 
Reg. 735, 741 (Jan. 6, 2012) and 71 Fed. Reg. 48840, 48843 (Aug. 22, 2006). 

Since Advagraf’s once-daily dosing is a new dosing regimen for tacrolimus, it qualifies as a 
new condition of use. Therefore, Advagraf’s proposed dosing regimen should qualify as the 
type of change that warrants three-year exclusivity. 

4 SECTION 505 (C) (3) (E) (III) REQUIREMENTS FOR 
EXCLUSIVITY

4.1 Section 505 (c) (3) (E) (iii) Requirements for Exclusivity – De Novo 
Kidney Transplant Recipients 

In addition to showing that Advagraf is seeking approval for a novel condition of use, 

Astellas must also ensure that the NDA satisfies the exclusivity requirements in section 
505(c)(3)(E)(iii) before FDA will grant it three-year exclusivity for Advagraf. Section 
505(c)(3)(E)(iii) sets forth the requirements for obtaining three-year exclusivity for a drug 
that includes an active pharmaceutical ingredient that has already been approved under 
section 505(b). In the case of a change to a drug containing an already approved active
pharmaceutical ingredient, such as approval for a new indication, the law provides for three-
years of exclusivity under section 505(c)(3)(E)(iii) if the NDA contains (1) reports of “new 
clinical investigations (other than bioavailability studies) [ (2) that are] essential to the 
approval of the application and [(3) that are] conducted or sponsored by the applicant.” All 
three of these criteria must be met before three-year exclusivity under section 
505(c)(3)(E)(iii) will be granted. 

FDA has defined “new clinical investigation” to mean an “investigation in humans the results 
of which have not been relied on by FDA to demonstrate substantial evidence of a previously 
approved drug product for any indication….” 21 CFR § 314.108(a). The FDA has defined 
“essential to approval” to mean “with regard to an investigation, that there are no other data 
available that could support approval of the application.” In addition, FDA has defined 
“conducted or sponsored by the applicant” to mean that “the applicant was named as the 
sponsor of the investigational new drug application under which the investigation was 
conducted.” 

In this case, Advagraf contains tacrolimus, which is an already approved active 
pharmaceutical ingredient under NDAs 50-708 (Prograf Capsules), 50-709 (Prograf 
Injection) and 50-777 (Protopic Ointment). Thus, for Astellas to obtain three-year exclusivity 
under section 505(c)(3)(E)(iii) for Advagraf, Advagraf’s NDA must contain one or more new 
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clinical investigations conducted in humans, other than bioavailability studies, that are both 
essential to approval and sponsored or conducted by Astellas. 

Clinical study 02-0-158 (hereafter referred to as the “158 study”) is a “new clinical 
investigation” that would qualify for three years of Hatch-Waxman exclusivity under the
FDCA section 505(c)(3)(E)(iii). The 158 study is the pivotal efficacy study essential to the 
approval of Advagraf for the indication of the prophylaxis of organ rejection in kidney 
transplant patients. It was a phase 3, randomized, open-label, comparative, multi-center study 
in de novo kidney transplant recipients. The 158 study had three arms:  

i. Once-daily Advagraf (tacrolimus extended-release capsules), 
ii. Twice-daily Prograf (tacrolimus capsules), and 

iii. Twice-daily Neoral (cyclosporine capsules). 

The Neoral arm was the control arm. As described in the 158 Clinical Study Report, the 
primary objective of the 158 study was: 

1. to compare the safety and efficacy of Prograf and Neoral in de novo kidney 
transplant recipients and 

2. to compare the safety and efficacy of Advagraf and Neoral in de novo kidney
transplant recipients. 

The two comparisons above were two independent analyses. The clinical study report for the 
158 study (which included data from all three arms of the 158 study) was included in an
NDA submission for Advagraf in 2005 that was eventually withdrawn. The same clinical 
study report for the 158 study was also included in a 2006 supplemental NDA (“NDA/S-
027”) for Prograf. This Prograf supplement was approved on May 19, 2009 and the Prograf 
label was updated to include this Prograf data in kidney patients. The Prograf label includes 
158 study efficacy and safety data, but only for the Prograf and Neoral arms (objective
number 1 above). FDA did not include data from the Advagraf versus Neoral analysis 
(objective number 2 above) of the 158 study in the Prograf label. Further, it is assumed FDA 
would not have needed to directly rely on the Advagraf arm data to demonstrate the 
effectiveness of Prograf for use in kidney transplant patients.

Although the Advagraf versus Neoral data contained in the 158 study was not specifically 
described as a separate investigation in the clinical study report, the data could be viewed in 
that manner and the results are being relied on for the first time in the new Advagraf NDA 
and are essential to the approval of the NDA. Thus the Advagraf arm was a separate 
investigation as the efficacy and safety data were not pooled with the Prograf data nor 
reviewed as part of the prior application. The legislative history makes clear that the three-
year exclusivity provisions were primarily intended for efficacy studies and to reward 
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“significant innovations” that require “considerable time and expense in FDA required 
clinical testing.” The Advagraf arm of the 158 study meets these requirements. 

Astellas believes that Advagraf’s modified dosing regimen is a new condition of use that 
constitutes a significant innovation, that the Advagraf data can be viewed independently from 
the Prograf data and was not considered in the Prograf application, that including the 
Advagraf arm in the 158 study required considerable time and expense, and that the arm is
necessary for Advagraf’s approval.  

4.2 Section 505 (c) (3) (E) (iii) Requirements for Exclusivity – De Novo 
Male Liver Transplant Recipients 

Section 505(c)(3)(E)(iii) sets forth the requirements for obtaining three-year exclusivity for a 

drug that includes an active pharmaceutical ingredient that has already been approved under 
section 505(b). In the case of a change to a drug containing an already approved active
pharmaceutical ingredient, such as approval for a new indication, the law provides for three-
years of exclusivity under section 505(c)(3)(E)(iii) if the NDA contains (1) reports of “new 
clinical investigations (other than bioavailability studies) [ (2) that are] essential to the 
approval of the application and [(3) that are] conducted or sponsored by the applicant.” All 
three of these criteria must be met before three-year exclusivity under section 
505(c)(3)(E)(iii) will be granted. 

For the de novo male liver transplant indication, 
 
 
 
 
 
 
 
 

 

5 CONCLUSION 

Astellas believes that Advagraf’s new dosing regimen is a new condition of use that 
constitutes a significant innovation in transplant therapy. In this NDA, Astellas is providing 
two new clinical investigations (one for the de novo kidney transplant indication and one for 
the de novo male liver transplant indication) and each one is essential to the approval of the 
application. Both of the new clinical investigations were conducted by Astellas. Therefore, 
the three criteria mentioned above have been met and three-year exclusivity under section 
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505(c)(3)(E)(iii) can be obtained for the de novo kidney and the de novo male liver transplant 
indication. 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 
 

 
MEMORANDUM OF TELECONFERENCE 

 
Meeting Type: C 
Meeting Category: Guidance 
 
Meeting Date and Time: June 26, 2013; 11:00 AM-12:00 PM 
Meeting Location: Teleconference 
 
Application Number: NDA 204096 
Product Name: Astagraf XL (tacrolimus extended-release capsules) 
Indication: Prophylaxis of organ rejection in adult patients receiving kidney  
  transplants 
Sponsor/Applicant Name: Astellas Pharma US, Inc. 
 
Meeting Chair: Renata Albrecht, M.D. 
Meeting Recorder: Jacquelyn Smith, M.A. 
 
FDA ATTENDEES 
Renata Albrecht, MD, Director, DTOP 
Joette Meyer. PharmD, Clinical Team Leader 
Marc Cavaillé-Coll, MD, Clinical Reviewer 
Mark Seggel, PhD, ONDQA 
Ozlem Belen, MD, Deputy Director of Safety 
Jamie Wilkins Parker, PharmD, DMEPA 
Jacquelyn Smith, M.A. Senior Regulatory Project Manager 
 
SPONSOR ATTENDEES 

    Bill Fitzsimmons, PharmD, MS, Divisional Executive VP, Global Regulatory Affairs, Global 
 Clinical and Research Quality Assurance 
Marcia Marconi, VP, Regulatory Affairs and Quality Assurance 

 Ahsan Arozullah, MD, MPH, Medical Director, Product Safety and Pharmacovigilance 
 Reena Patil, PhD, Assistant Director, Pharmaceutical Technology Management 
 Jay Erdman, MS, Project Management  
 Christine Slover, Project Management 
 Mary Jo Pritza, PharmD, Regulatory Affairs 
 Glen Spears, PhD, Regulatory Affairs 
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NDA 204096 
Page 4 
 

Version:  1/27/12 
  

 
• [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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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Antimicrobial Products

 

COMMUNICATION  SHEET 

 
DATE:  July 17, 2013  

To:  Glen Spears, Ph.D. 
Associate Director, Regulatory Affairs 

From:   Jacquelyn Smith, M.A. 
  Senior Regulatory Project Manager 
  

Company: Astellas Pharma US, Inc.    Division of Transplant and       
  Ophthalmology Products 

Email: glen.spears@astellas.com  Email: jacquelyn.smith@fda.hhs.gov 

Telephone Number:    224-205-5935 Phone number: 301-796-1600

Subject: NDA 204096/ Astagraf XL (tacrolimus extended-release capsules) 

Comments:  
 

Document to be mailed:   YES   NO 

 

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) 796-1600.  Thank you.

Reference ID: 3342104



 
NDA 204096 
Astagraf XL (tacrolimus extended-release capsules) 
 
Dear Dr. Spears, 
 
Please refer to your NDA 204906/ Astagraf XL (tacrolimus extended-release capsules). 
 
We are proposing a few more revisions to the package insert. We think we have identified all 
revisions needed, but we will let you know if we find anything else.  If you would like to discuss 
these edits with us in further detail, please contact me to set up a brief teleconference. 
 
If you have any questions regarding this communication, please contact me at 301-796-1002. 
 
 
Sincerely, 
 
 
Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products   
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 

Reference ID: 3342104
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Smith, Jacquelyn 

From: Smith, Jacquelyn

Sent: Tuesday, July 16, 2013 6:45 PM

To: Spears, Glen

Subject: FW: Gastroenteritis rates in NDA 204096

Page 1 of 1

7/16/2013

 Hi Glen, 
  
The reviewers looked at the information you provided July 16, 2013 for gastroenteritis.  Based on the 
tables your provided, they determined that the gastroenteritis totals (subtracting the gastritis only 
events) are 6 Prograf and 17 Astagraf XL in study 158 and 8 Prograf and 17 Astagraf XL patients in 
study 12-03.  Therefore, your Table 3 should be revised as shown below.  Please calculate the correct 
percentages to go with the respective numbers and include them in the table.   
  
In addition, please provide a listing of individual patient ID numbers (unique patient identifiers) by study 
and treatment arm 

Study 1:   17 Astagraf XL and  6 Prograf patients 
Study 2:   17 Astagraf XL and  8 Prograf patients 

  
  

We are providing the above information by email for your convenience.  Contact me at 301-796-1002 if 
you have any questions regarding the contents of this transmission.   
Thank you. 
  
PS: Please submit through the gateway the information from the July 16, 2013 email as well 
as the response to the above email.  We need to have this information documented officially. 
  

Regards, 
  
Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products 
FDA/CDER/OND/OAP 
  
  
  

Reference ID: 3342069
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Smith, Jacquelyn 

From  Spears, Glen [Glen.Spears@astellas.com]

Sent  Tuesday, July 16, 2013 12:15 PM

To  Smith, Jacquelyn

Subject  RE: Gastroenteritis rates in NDA 204096

Page 1 of 2

7/16/2013

Hi Jackie,  
  
Here is the Astellas response to the question in your July 15, 2013 email.  
  
The data presented in Table 3 from the draft package insert (“PI Table 3”) are derived from clusters as defined in the ISS SAP, Appendix 2 (Clustered Safety 
Events), not any individual MedDRA term. The data presented in PI Table 3 were pulled from Labeling Tables 4 and 5 in Module 1.11.3 in the June 28, 2013 
NDA amendment. The “gastroenteritis” in PI Table 3 includes the terms found below in ISS Tables K5.1.2.1 (for the 158 study) and K5.1.4.1 (for the 12-03 
study).  
  
Please note that PI Table 3 is based on Study FAS data while the ISS tables are based on the integrated safety analysis set. The data from the -158 study ISS 
Table K5.1.2.1 exactly matches the data in PI Table 3 because the integrated safety analysis set and the FAS for the 158 study (“Study 1”) are identical. 
However, for the 12-03 study, the integrated safety analysis set and FAS are similar but not identical, as described in the SAP, and therefore the data in ISS 
Table K5.1.4.1 do not match PI Table 3 (“Study 2”) exactly. This is the rationale for providing the Labeling Tables 4 and 5 (both based on the FAS) in the June 
28, 2013 NDA amendment.  
  

 
  

 
  
The tables from the Clinical Study Reports included in the attachment to the July 15, 2013 email display the specific individual MedDRA term gastroenteritis 
(not the cluster) and therefore would not be expected to match the cluster data displayed in Table 3 of the PI.  
  
Please let us know if you have any additional questions or concerns.  
  
Best regards,  
  
Glen  
  
*********************** 
Glen W  Spears, Ph D   
Associate Director, Regulatory Affairs  
Astellas Pharma Global Development, Inc   
Ph:  (224) 205-5935 
*********************** 

Reference ID: 3341880



  
From: Smith, Jacquelyn [mailto:Jacquelyn.Smith@fda.hhs.gov]  
Sent: Monday, July 15, 2013 8:52 PM 
To: Spears, Glen 
Subject: FW: Gastroenteritis rates in NDA 204096 
  

Hi Glen, 
  
The reviewers are trying to reconcile the different numbers reported in the row, “Gastroenteritis” in Table 3 of the proposed package, with the 
information presented in the Study reports for 158 (legacy and current) and Study 12-03. 
  

  
Attached is a PDF document that contains pages with Tables from the studies that report rates of  “Gastroenteritis” 

         The 158 legacy report -  four pages – Tables 36, 39, 42, 49 
         158 current report – two pages – Tables 15 and 19 
         12-03 report – two pages – Table 23 and 30 

  
Please clarity why the numbers in the Tables from the study reports are different from the numbers in proposed Table 3. 
  
We are providing the above information by email for your convenience.  Contact me at 301-796-1002 if you have any questions regarding the 
contents of this transmission.   
Thank you. 
  

Regards, 
  

Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products 
FDA/CDER/OND/OAP 
  
  

Page 2 of 2

7/16/2013
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Smith, Jacquelyn 

From: Smith, Jacquelyn

Sent: Monday, July 15, 2013 9:41 PM

To: 'Spears, Glen'

Subject: FW: NDA 204096, Section 6 Adverse Reactions 

Attachments: ASTAGRAF XL_Section 6 ADVERSE REACTIONS 15JUL2013.jm.docx

Page 1 of 1

7/15/2013

Hi Glen, 
  
As a follow up to today's discussion, please see the attached FDA comments. 
  
Regards, 
Jacquelyn 
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Smith, Jacquelyn 

From: Smith, Jacquelyn

Sent: Monday, July 15, 2013 9:52 PM

To: 'Spears, Glen'

Subject: FW: Gastroenteritis rates in NDA 204096

Attachments: gastroenteritis NDA 204096.pdf

Page 1 of 1

7/15/2013

Hi Glen, 
  
The reviewers are trying to reconcile the different numbers reported in the row, “Gastroenteritis” in 
Table 3 of the proposed package, with the information presented in the Study reports for 158 (legacy 
and current) and Study 12-03. 
  

  
Attached is a PDF document that contains pages with Tables from the studies that report rates of 
 “Gastroenteritis” 

         The 158 legacy report -  four pages – Tables 36, 39, 42, 49 
         158 current report – two pages – Tables 15 and 19 
         12-03 report – two pages – Table 23 and 30 

  
Please clarity why the numbers in the Tables from the study reports are different from the numbers in 
proposed Table 3. 
  
  
  
We are providing the above information by email for your convenience.  Contact me at 301-796-1002 if 
you have any questions regarding the contents of this transmission.   
Thank you. 
  
Regards, 
  
Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products 
FDA/CDER/OND/OAP 
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Antimicrobial Products

 

COMMUNICATION  SHEET 

 
DATE:  July 11, 2013  

To:  Glen Spears, Ph.D. 
Associate Director, Regulatory Affairs 

From:   Jacquelyn Smith, M.A. 
  Senior Regulatory Project Manager 
  

Company: Astellas Pharma US, Inc.    Division of Transplant and       
  Ophthalmology Products 

Email: glen.spears@astellas.com  Email: jacquelyn.smith@fda.hhs.gov 

Telephone Number:    224-205-5935 Phone number: 301-796-1600

Subject: NDA 204096/ Astagraf XL (tacrolimus extended-release capsules) 
Dear HCP, Pharmacist, and Professional Society 

 

Document to be mailed:   YES   NO 

 

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) 796-1600.  Thank you.
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NDA 204096 
Astagraf XL (tacrolimus extended-release capsules) 
 
Dear Dr. Spears, 
 
Please refer to your NDA 204906/ Astagraf XL (tacrolimus extended-release capsules). 
 
Please find attached the Dear Health Care Provider (DHCP) letter containing our proposed edits. 
Please note that we only edited the DHCP letter, but the comments pertain to all 3 letters, unless 
otherwise noted. If you have any questions regarding this communication, please contact me at 
301-796-1600. 
 
 
Sincerely, 
 
 
Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products   
Office of Antimicrobial Products  
Center for Drug Evaluation and Research 
Food and Drug Administration 

Reference ID: 3339859
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Antimicrobial Products

 

COMMUNICATION  SHEET 

 
DATE:  July 11, 2013  

To:  Glen Spears, Ph.D. 
Associate Director, Regulatory Affairs 

From:   Jacquelyn Smith, M.A. 
  Senior Regulatory Project Manager 
  

Company: Astellas Pharma US, Inc.    Division of Transplant and       
  Ophthalmology Products 

Email: glen.spears@astellas.com  Email: jacquelyn.smith@fda.hhs.gov 

Telephone Number:    224-205-5935 Phone number: 301-796-1600

Subject: NDA 204096/ Astagraf XL (tacrolimus extended-release capsules) 

 

Document to be mailed:   YES   NO 

 

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) 796-1600.  Thank you.
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NDA 204096 
Astagraf XL (tacrolimus extended-release capsules) 
 
Dear Dr. Spears, 
 
Please refer to your NDA 204906/ Astagraf XL (tacrolimus extended-release capsules). 
 
Please find attached the package insert for Astagraf XL containing our proposed edits. We would 
like to discuss the text boxes in Section 6 (Adverse Reactions) in more detail. If you have any 
questions regarding this communication, please contact me at 301-796-1600. 
 
 
Sincerely, 
 
 
Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products   
Office of Antimicrobial Products  
Center for Drug Evaluation and Research 
Food and Drug Administration 

Reference ID: 3339578
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 

 

 

 Food and Drug Administration 

Silver Spring  MD  20993 
 
 

 

NDA 204096 
MEETING MINUTES 

 
Astellas Pharma US, Inc. 
Attention:  Glen Spears, Ph.D. 
 Associate Director, Regulatory Affairs 
1 Astellas Way 
Northbrook, IL  60062 
 
 
Dear Dr. Spears: 
 
Please refer to your New Drug Application (NDA) dated September 21, 2012, received 
September 21, 2012, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act, for Astagraf XL (tacrolimus extended-release capsules). 
 
We also refer to the teleconference between representatives of your firm and the FDA on June 
20, 2013.  The purpose of the meeting was to discuss the lost-to-follow-up data in Study FG-
506E-12-03. 
 
A copy of the official minutes of the teleconference is enclosed for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Jacquelyn Smith, M.A., Senior Regulatory Project Manager at 
301-796-1600. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Jacquelyn Smith, M.A.  
Senior Regulatory Project Manager 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

 
 
Enclosure: 
  Meeting Minutes 
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 
 

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: C 
Meeting Category: Guidance 
 
Meeting Date and Time: June 20, 2013; 10:00 AM-10:30 AM 
Meeting Location: Teleconference 
 
Application Number: NDA 204096 
Product Name: Astagraf XL (tacrolimus extended-release capsules) 
Indication: Prophylaxis of organ rejection in adult patients receiving kidney  
  transplants 
Sponsor/Applicant Name: Astellas Pharma US, Inc. 
 
Meeting Chair: Joy Mele, M.S. 
Meeting Recorder: Jacquelyn Smith, M.A. 
 
FDA ATTENDEES 
Karen Higgins, Sc.D., Statistics Team Leader 
Joy Mele, M.S., Statistics Reviewer  
Jacquelyn Smith, M.A. Senior Regulatory Project Manager 
 
SPONSOR ATTENDEES 

    Rick Croy, MA Statistician 
Yili Pritchett, PhD, Statistician 

 Chunzhang Wu, PhD, Statistician 
 Xuegong Wang, MD, PhD, Medical 
 Beth Cywin, MBA, Clinical  
 Jay Erdman, MS, Project Management  
 Christine Slover, Project Management 
 Mary Jo Pritza, PharmD, Regulatory Affairs 
 Glen Spears, PhD, Regulatory Affairs 
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NDA 204096        
Meeting Minutes 
 
 
 

Page 2 
 

BACKGROUND  
 
Between May 24, 2013 and June 18, 2013 numerous correspondences took place between FDA 
and Astellas regarding the analysis of the results presented in Table 21, Summary of Efficacy 
Failures (12 months) included in Astellas original NDA dated September 21, 2012 for Study FG-
506E-12-03.  FDA was unable to replicate the results using the data and the information stated in 
the define file.  Specifically, FDA obtained different numbers of subjects who were lost-to-
follow-up (also referred to as unknown outcome) and with an LBCAR event.   
 
Astellas responded regarding the number of subjects with an LBCAR event.  There was an 
additional patient considered by Astellas as having an event, but not reported in the data set.  
FDA responded to Astellas, in an information request dated May 31, 2013, that it was important 
to have submitted data that support Table 21 for Study FG-506E-12-03 in their NDA submission.  
Astellas submitted an updated data set on June 4, 2013.   
 
Despite multiple correspondences regarding the number of subjects who were lost-to-follow-up, 
it was still unclear how Astellas arrived at the numbers presented in Table 21.  To come to a 
common understanding of those lost-to-follow in FG-506E-12-03, FDA agreed with Astellas that 
a teleconference was necessary, so the June 20, 2013 meeting was scheduled.  
 
 
Meeting Discussion 
 
The following points were discussed at the June 20, 2013 teleconference between FDA and 
Astellas regarding data for Study FG-506E-12-03: 

• It was agreed that the definition of a lost to follow-up (LTFU) was a patient with a 
last day less than Day 351 and with no efficacy failures within 12 months. 

• It was noted that the last dose day variable (LDOSEDAY) was needed in order to 
identify those patients on study less than 351 days. Astellas acknowledged that 
the define file did not include this variable in the definition of  LTFU. 

• Astellas explained that the variables ENDSLDAY and ENDSDAY used to 
identify LTFUs have different values in the EFF dataset for the 12 month study 
and the EFF dataset for the full dataset.  The full dataset includes data from both 
the 12 month period and the extension period.  It was agreed that individual 
patients should not have different values for the same variable without clear 
explanation in the define file.  

• Astellas agreed to provide more information regarding the location of information 
explaining the differences between the two datasets named EFF submitted under 
Study FG-506E-12-03.   

 
Action Items: 

• Astellas to provide to the FDA information regarding the location of information in the 
NDA explaining the differences between the two datasets named EFF submitted under 
Study FG-506E-12-03.   
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• Astellas submitted the requested information via email on June 21, 2013 and 
acknowledged that the description of the EFF datasets was not clear in the NDA 
submission.  
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If you have any questions, call Navdeep Bhandari, Regulatory Health Project Manager, at (240) 402-
3815. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Rapti D. Madurawe, Ph.D.  
Branch Chief, Branch V  
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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Smith, Jacquelyn

From: Smith, Jacquelyn
Sent: Wednesday, July 03, 2013 2:38 PM
To: 'Spears, Glen'
Subject: NDA 204096/tacrolimus XL

Hi Glen,

We received your 7/2/13 submission.  The  
 is not acceptable because the protocol does not include 

proposed labeling and it does not address concerns about potential medication errors.  We 
recommend that this  be withdrawn from the current application.  

Regards,
Jacquelyn

Reference ID: 3336332
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Smith, Jacquelyn 

From  Spears, Glen [Glen.Spears@astellas.com]

Sent  Friday, June 21, 2013 12:07 PM

To  Smith, Jacquelyn; Spears, Glen

Subject  RE: NDA-204096 Information Request

Attachments  1-2-reviewers-guide.pdf

Page 1 of 2Darrts Login

6/26/2013

Jackie,  
  
The follow up item for Astellas from the June 20, 2013 teleconference was to provide to the FDA a description of where in the original NDA submission the 
information on the two records per patient in the EFF dataset was located.  
  
Astellas acknowledges that the description of the EFF dataset was not clear in the NDA submission.  
  
The location in the NDA where general information about the extension data can be found is in Table 4 of the NDA Reviewer’s Guide (Module 1.2) and in the text in 
Section 8 of the Reviewer’s Guide, especially the second paragraph in Section 8.1. Here Astellas explained the 14-02 extension study and indicated that 12-03 has 2 
databases (primary and full) included in the Integrated Safety Data. The NDA Reviewer’s Guide is attached to this email.  
  
Details on how the extension data were handled can be found in the first comment under the list of datasets in the Define File. For ease of review, the relevant text 
from the Define file is pasted below. This text describes how the protocol numbers in the datasets are specified for both primary and extension data.  
  
Note, as also explained in the text, a notation in the define file such as FG-506E-11-03/b is an abbreviation to indicate that there are two protocols, one for the primary 
(FG-506E-11-03) and one for the full database (FG-506E-11-03b).  
  
The comment for dataset EFF lists the protocols as FG-506E-12-03/b indicating that there are two protocols as described in the previous sentence.  
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Please let us know if you have any questions.  
  
Best regards,  
  
Glen  
  
*********************** 
Glen W  Spears, Ph D   
Associate Director, Regulatory Affairs  
Astellas Pharma Global Development, Inc   
Ph:  (224) 205-5935 
*********************** 
 
  
From: Spears, Glen  
Sent: Thursday, June 20, 2013 3:45 PM 
To: 'Smith, Jacquelyn' 
Subject: RE: NDA-204096 Information Request 
  
Jackie,  
  
The Astellas attendees for today’s teleconference were:   
  

1.      Rick Croy, Statistician 
2.      Yili Pritchett, Statistician 
3.      Chunzhang Wu, Statistician 
4.      Xuegong Wang, Medical 
5.      Beth Cywin, Clinical  
6.      Jay Erdman, Project Management  
7.      Christine Slover, Project Management 
8.      Mary Jo Pritza, Regulatory Affairs 
9.      Glen Spears, Regulatory Affairs 

  
Thanks again!  
  
Glen  
  
*********************** 
Glen W  Spears, Ph D   
Associate Director, Regulatory Affairs  
Astellas Pharma Global Development, Inc   
Ph:  (224) 205-5935 
*********************** 
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Smith, Jacquelyn 

From: Spears, Glen [Glen.Spears@astellas.com]

Sent: Wednesday, May 29, 2013 4:36 PM

To: Smith, Jacquelyn

Cc: Willard, Diana M

Subject: RE: NDA 204096/tacrolimus extended-release - comments in preparation for May 30, 2013, 
teleconference

Attachments: H8204-CRF.pdf; Astellas response to May 24, 2013 FDA questions.pdf

Page 1 of 2

6/26/2013

Jackie,  
  
Here’s the Astellas response! Thanks for your help! We’re still planning to meet with you by 
teleconference on Thursday to discuss unless we hear otherwise.  
  
Best regards,  
  
Glen  
  
*********************** 
Glen W. Spears, Ph.D.  
Associate Director, Regulatory Affairs  
Astellas Pharma Global Development, Inc.  
Ph:  (224) 205-5935 
*********************** 
 
  
From: Smith, Jacquelyn [mailto:Jacquelyn.Smith@fda.hhs.gov]  
Sent: Wednesday, May 29, 2013 9:41 AM 
To: Spears, Glen 
Cc: Willard, Diana M 
Subject: RE: NDA 204096/tacrolimus extended-release - comments in preparation for May 30, 2013, 
teleconference 
  
Hi Glen, 
  
Thanks for the update.  Upon receipt of your response, I will forward to the statisticians. 
  
Regards, 
Jackie 

  

From: Spears, Glen [mailto:Glen.Spears@astellas.com]  
Sent: Wednesday, May 29, 2013 10:23 AM 
To: Smith, Jacquelyn 
Cc: Willard, Diana M 
Subject: RE: NDA 204096/tacrolimus extended-release - comments in preparation for May 30, 2013, 
teleconference 

Hi Jackie! I just wanted to let you know that our team is working to provide some background on 
the questions provided last Friday and we will provide to you sometime today. When you receive 
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it, could you please forward to your statisticians? Thanks!  
  
Glen  
  
*********************** 
Glen W. Spears, Ph.D.  
Associate Director, Regulatory Affairs  
Astellas Pharma Global Development, Inc.  
Ph:  (224) 205-5935 
*********************** 

  
From: Willard, Diana M [mailto:Diana.Willard@fda.hhs.gov]  
Sent: Friday, May 24, 2013 10:14 AM 
To: Spears, Glen 
Cc: Smith, Jacquelyn 
Subject: NDA 204096/tacrolimus extended-release - comments in preparation for May 30, 2013, 
teleconference 
  
Hi!  Dr. Spears – enclosed please find comments in preparation for the May 30, 2013, teleconference with 
the Division regarding NDA 204096. 
  
Please contact Ms. Jacquelyn Smith is you have any questions. 
  
Regards, 
Diana 
  
Diana Willard 
Chief, Project Management Staff 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Telephone:  301-796-0833 
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FG-506E-12-03

8204 (Prod: BE003)

A MULTICENTRE, 1:1 RANDOMISED, DOUBLE BLIND, TWO ARM PARALLEL GROUP
STUDY TO EVALUATE AND COMPARE THE EFFICACY AND SAFETY OF MODIFIED

RELEASE TACROLIMUS FK506E (MR4) VERSUS TACROLIMUS FK506 IN COMBINATION
WITH MMF (CELLCEPT®) AND STEROIDS IN PATIENTS UNDERGOING KIDNEY

TRANSPLANTATION
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Tacrolimus XL (FK506E, MR4, Prograf XL, Graceptor, Advagraf) NDA 204096 
Tacrolimus Extended-release Capsules CTD Module 1.11.3 Clinical Information Amendment 
Kidney Transplantation Response to FDA Request for Information (May 24, 2013) 
 

May 2013 Astellas Page 1 of 5 

Reference is made the May 24, 2013 FDA information request concerning the in-text 
Table 21 of the FG-506E-12-03 Clinical Study Report.  

The Astellas response follows.  

General Comments: 

Astellas would like to provide the following general comments. The major differences 
between the two datasets used for this study, OUTCOME and EFF are as follows:   

1. The OUTCOME dataset was created first to support the Clinical Study Report 
(CSR). It was designed with multiple records per patient for each efficacy 
parameter because the study SAP specified events reported by time point (e.g., 24 
weeks, 12 months).  

2. In contrast, the EFF dataset was created later to support the ISE analysis for the 
NDA. It was designed with one record per patient for each efficacy parameter.  

The major difference between the two datasets is the use of cutoff days to capture 
efficacy events. The table below summarizes the differences between the efficacy 
parameters related to Table 21 in each dataset.  

Table 1 Summary of Differences Between Select Efficacy Parameters in the 
OUTCOME and EFF Datasets  

Parameter OUTCOME dataset EFF dataset Comment 
DEATH Captured all events 

through the end of the 
1-year window, as 
defined in the study 
SAP (i.e., death 
day<=379) 

Captured all events 
throughout the study 
without any data 
cutoff date being 
specified  

2 FAS patients with 
event day > 379 were 
in EFF but not 
OUTCOME 

GRLOSS 

(Graft loss) 

Captured all events 
through the end of the 
1-year window, as 
defined in the study 
SAP (i.e., graft loss 
day<=379) 

Captured  all events 
throughout the study 
without any data 
cutoff date being 
specified 

4 FAS patients with 
event day > 379 were 
in EFF but not 
OUTCOME 

LBCAR 

(BCAR via 
local 
pathologist) 

Captured all events 
through the last dose 
day of study drug 
during the 1-year 
study period 

Captured  all events 
throughout the study 
without any data 
cutoff date being 
specified 

OUTCOME reflects 
the protocol-planned 
primary analysis of 
this endpoint 
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Parameter OUTCOME dataset EFF dataset Comment 
LTFU 

(Lost to 
follow-up) 

Recorded for all 
patients that did not 
die and whose last 
assessment day was 
prior to 1 year as 
defined in the study 
SAP (i.e., last 
assessment day<351)  

Recorded for all 
patients that did not 
die and whose last 
assessment day was 
prior to 1 year as 
defined in the ISE 
SAP (i.e., last 
assessment day<335) 

Last assessment day 
was calculated using 
max (ENDSDAY or 
ENDSLDAY or 
LDOSEDAY) for both 
datasets. The choice of 
335 for the 1 year 
cutoff in the ISE was 
to be consistent with 
the pivotal study, 02-
0-158 

EFFL 

(Efficacy 
failure) 

Based on any event 
(death, graft loss, or 
LBCAR) through the 
1-year window, as 
defined in the study 
SAP (i.e., event 
day<=379). Patients 
that did not have 
death, graft loss, or 
LBCAR and whose 
outcome was unknown 
at 1-year (i.e., last 
assessment day <351; 
see LTFU, below) 
were also considered 
to have the event 

Based on any event 
(death, graft loss, or 
LBCAR) during the 
study without any data 
cutoff date being 
specified. Patients that 
did not have death, 
graft loss, or LBCAR 
and whose outcome 
was unknown at 1-
year (i.e., last 
assessment day <335; 
see LTFU, below) 
were also considered 
to have the event 

4 FAS patients with 
event day <=379 were 
in OUTCOME and not 
EFFL because their 
last assessment day 
was between 335 and 
351 (see LTFU above) 
(Note: none of the 4 
from OUTCOME had 
death, graft loss, or 
LBCAR). 

2 FAS patients with 
event day > 379 were 
in EFFL and not 
OUTCOME.  

In addition to the subsetting criteria that the Reviewer specified, Astellas would like to 
add the following:   

1. The primary database should be used (i.e., use PROTOCOL=“FG-506E-12-03”) 
because the records from the full database (i.e., PROTOCOL=“FG-506E-12-
03b”) included data from the extension protocol, FG-506E-14-02.  

2. The parameter values, EFFL and LTFU should be used rather than LBCARI and 
UNKOUT, because the latter parameters are specific to the full database.  

3. Use the maximum cut day observation (i.e. use OMAX=“YES”) to ensure all 
events through the maximum cut day on the dataset are available. More details on 
the variable, OMAX, are provided in the data definition file provided in the NDA 
submission.  
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FDA Question 1. Efficacy Failures  

Using the EFF dataset, we count 74 failures on Prograf based on PARMCD 
LBCARI. If we use the OUTCOME dataset, we obtain the number of 78 shown in 
the table. The additional 4 patients (H6313, H8211, H8804 and H8805) are all 
recorded as lost-to-follow-ups in OUTCOME. Why don’t the results for the two 
datasets match? Is the number of 78 from the OUTCOME dataset correct? 

Astellas response:  The count of efficacy failure on Table 21 can be obtained from 
OUTCOME using OPARMCD=“EFFL”. The 4 patients identified by the Reviewer as 
being efficacy failures on OUTCOME but not on EFF is because of the difference in 
dataset construction as described above. These 4 patients were considered to be LTFU in 
OUTCOME but not in EFF given the difference in data cutoff dates for 1 year.  

Subsetting the OUTCOME dataset as described in the General Comments above (i.e., 
PROTOCOL=“FG-506E-12-03” and OMAX=“YES”, etc.) provides consistent results to 
those described by the Reviewer. That is, 78 Prograf patients with efficacy failure, 
including the 4 that are not in the EFF dataset. 

FDA Question 2. LBCAR  

We count 67 events for Tac-XL not 68 as recorded in the table. We believe the 
discrepancy is based on Patient H1807 who is counted in EFF as having an 
LBCAR on Day 556 but is not counted as an LBCAR event or as an efficacy 
failure in OUTCOME. Note that there are 12 patients (8 Tac-Xl and 4 Prograf) 
who are recorded as LBCAR events in EFF but not in OUTCOME; however, 
these same 12 are counted as having an efficacy failure in OUTCOME but 
without the component event recorded in the dataset.  

Astellas response:  There are 67 Tac-XL patients with LBCAR in the EFF dataset, all of 
which were counted on Table 21. However, the additional patient counted on Table 21 
was not H1807 since the LBCAR event for this patient was found only from the full 
database (i.e. where PROTOCOL=“FG-506E-12-03b”), indicating that the event was 
from the FG-506E-14-02 protocol (see General Comments above). The additional patient 
counted on Table 21 was patient H8204; the patient was not captured on either dataset 
since these datasets were derived using the Rejection and Biopsy Case Report Forms 
(CRFs), which indicated that no diagnostic biopsy was performed during the study for 
this patient. However, on the Graft Status CRF it was recorded that the patient had a 
biopsy confirmation approximately 50 days after the last dose of randomized treatment, 
which was contrary to the record on the Rejection and Biopsy CRF. A decision was made 
at the time of data analysis to include this patient as LBCAR in Table 21. Given the 
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inconsistency, Astellas has attached the CRF forms for patient H8204; the CRF pages 
referred to herein are pages 90, 149, and 154.  

Each of the 12 patients referred to by the Reviewer as having a LBCAR event in EFF but 
not in OUTCOME was because the LBCAR events occurred after each patient’s 
respective last dose of randomized study drug. As explained above, the OUTCOME 
dataset was designed to only capture LBCAR events through the last dose day of 
randomized treatment; therefore these 12 patients were not identified as having LBCAR 
in the OUTCOME dataset. However, these 12 patients did have a LBCAR event within 
1-year (albeit after last dose of randomized treatment) and therefore they qualified as an 
efficacy failure and were denoted as such in OUTCOME. 

FDA Question 3. We are able to replicate your numbers for Graft Loss and 
Patient Death using either EFF or OUTCOME. 

No Astellas comment.  

FDA Question 4. Unknown outcome 

Using the EFF dataset or the OUTCOME dataset, we are not able to replicate 
your numbers of 7 and 4. If we use PARMCD of UNKOUT in dataset EFF, we 
obtain 4 events for Tac-XL and 8 events for Prograf. If we count patients who did 
not have an event within the 12 month period and who did not complete the study 
based on their end date (ENDSLDAY or ENDTDAY <351), we obtain 6 Tac-XL 
patients and 18 Prograf patients. We noticed that 13 of these patients have last 
dose days beyond Day 365 so apparently these patients did complete the study; 
however, the data in EFF or OUTCOME does not allow one to indentify these 
patients as Month 12 completers. What programming steps did you follow to 
identify patients you count as unknown outcome?   

Astellas response:  Astellas agrees that the OUTCOME dataset alone cannot be used to 
replicate the numbers for “Unknown outcome” on Table 21; therefore, Astellas describes 
below how these numbers may be ascertained. The definition of “Unknown outcome” on 
Table 21 refers to patients whose last assessment day was <351 and who did not die, have 
graft loss, or have a biopsy confirmed acute rejection at any time during the study. Since 
LBCAR in OUTCOME only captured the events that occurred while patients were on 
therapy, the OUTCOME dataset alone is not sufficient to identify the 11 patients counted 
on the table. 
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Astellas suggests using the following two steps to identify the 11 patients with Unknown 
Outcome on Table 21: 

1. Identify the patients in OUTCOME whose last assessment day was prior to the 1 
year window (OPARMCD=“LTFU” and OEV=“YES”) and did not die 
(OPARMCD=“DEATH” and OEV=”NO”) and did not have graft loss 
(OPARMCD=“GRLOSS” and OEVCD=“NO”) 

2. From the patients identified in step 1, remove patients with LBCAR at any time 
during the study. Since OUTCOME only identified the LBCAR events through 
the last dose day of randomized treatment, it is most straight forward to use the 
EFF dataset to identify patients that had a LBCAR at any time during the study 
(i.e. PARMCD=“LBCAR” and EVENT=“YES”) 

The following 11 patients are those counted under Unknown outcome on Table 21:  

• Prograf = H2908, H6313, H7902, H8211, H8302, H8804, H8805;  
• Tac-XL = H6303, H8501, H8603, H8605. 
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U.S. Department of Health and Human Services 
Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Translational Sciences 
Office of Biostatistics 
 

Memorandum to NDA File 
NDA/BLA Serial #: 204,096/Original 1 

Drug Name: Tacrolimus  extended release capsules (Astagraf XL) 

Indication(s): Prophylaxis of organ rejection in adult patients receiving kidney 
transplants. 

Applicant: Astellas 
Statistical Reviewer: Joy Mele, M.S.  DBIV 
Subject of Memo Information requests to applicant 
 
Information requests were sent to the applicant regarding Table 21 on page 84 of the study report 
for Study FG-506E-12-03 submitted under NDA 204096.  A summary of those requests (IR) and 
the applicant’s responses (AR) is provided here: 
 
4/26/13  IR      Discrepancy between datasets EFF and OUTCOME for the number of LBCARs 
5/20/13 AR     EFF includes follow-up past Month 12 while OUTCOME does not 
 
5/24/13 IR      FDA could not replicate the numbers in Table 21; details are in the IR in DARRTS  
5/29/13 AR     Astellas stated that one patient who had a LBCAR was not included in the datasets 
           provided in the NDA.                      
 
5/31/13 IR      FDA acknowledged that 3 of 4 enquiries from 5/24 were adequately addressed.      

FDA  requested a new dataset to support the numbers in Table 21 and further     
details regarding the patients lost to follow-up (LTFU) where LTFU is defined as 
patients who did not complete the 12 months on Study 1203 and did not have an 
efficacy failure 

6/5/13 AR      Astellas amended the NDA with the requested dataset CSRT21 and 
                     a corresponding DEFINE file. 
 
6/18/13 IR    The new dataset did not address concerns regarding the LTFU count for Study 1203. 

FDA provided Astellas with a listing of LTFU identified from dataset EFF and       
asked for further clarification. FDA suggested to have a teleconference.  

6/19/13 AR   Astellas provided additional details regarding the LTFU in Study 1203 and agreed     
                      that a teleconference was necessary.   
 
Following the communications outlined above, there was a teleconference on June 20,2013 
between Astellas staff (3 statisticians plus additional personnel) and FDA (Karen Higgins, Joy 
Mele and Jackie Smith).  The following points were discussed: 

• It was agreed that the definition of a LTFU was a patient with a last day less than 
Day 351 and with no efficacy failures within 12 months. 
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• It was noted that the last dose day variable (LDOSEDAY) was needed in order to 
identify those patients on study less than 351 days.  

• Astellas explained that the variables ENDSLDAY and ENDSDAY used to 
identify LTFUs have different values in the EFF dataset for the 12 month study 
and the EFF dataset for the full dataset.  The full dataset includes data from both 
the 12 month period and the extension period.  It was agreed that individual 
patients should not have different values for the same variable without clear 
explanation in the define file.  

• Astellas agreed to provide more information regarding the location of 
information explaining the differences between the two datasets named EFF 
submitted under Study 1203.   

 
 
Astellas followed up with a communication on June 24, 2013 that provided clarifying information 
regarding the two datasets named EFF submitted under Study 1203 and the use of 12-03b in 
defining the protocol for records in the full database.  The full database contains all data collected 
on patients randomized to Study 1203 including both the Month 12 data and the extension data 
(12-03b).   
 
There are no additional outstanding issues regarding the data for Study 1203.  
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Antimicrobial Products 

 

COMMUNICATION  SHEET 

 
DATE:  June 21, 2013  

To:  Glen Spears, Ph.D. 
Associate Director, Regulatory Affairs 

 From:   Jacquelyn Smith, M.A. 
  Senior Regulatory Project Manager 
   

Company: Astellas Pharma US, Inc.    Division of Transplant and       
  Ophthalmology Products 

Email:   glen.spears@astellas.com  Email:   jacquelyn.smith@fda.hhs.gov 

Telephone Number:    224-205-5935 
             

 Phone number: 301-796-1600 

Subject: NDA 204096/ Astagraf XL (tacrolimus extended-release capsules) 

Total no. of pages including cover:  4 

Comments:  
 

Document to be mailed:   YES   NO 

 

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) 796-1600.  Thank you.
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NDA 204096 
Astagraf XL (tacrolimus extended-release capsules) 

 

 
Dear Dr. Spears, 
 
Please refer to your NDA 204906/ Astagraf XL (tacrolimus extended-release capsules). 
 
Please find attached comments regarding the carton and container labels and Dear Healthcare 
Provider Letter for the Astagraf XL product.  If you would like to discuss our comments with us in 
further detail, after receiving them, please contact me to set up a teleconference. 
 
Comments 
 
1. Revise the presentation of the proprietary name from all upper case letters to title case to 

improve readability. For example, “ASTAGRAF” should be revised to read “Astagraf.”  
 
2. Although the established name is at least half the size of the proprietary name, the active 

ingredient “Tacrolimus” is more prominent than the words “extended-release capsules.” Ensure 
the entire established name is displayed with equal prominence commensurate with the 
proprietary name taking into account all pertinent factors including typography, layout, 
contrast and other printing features per 21 CFR 201.10(g)(2).  

 
3. Revise the highlighted box that encases the strength and the “Once-Daily” statements so that 

only the strength statement is highlighted on the container labels, carton, and blister pouch 
labeling. The “Once-Daily” statement should appear outside the highlighted box.  

 
 4. Blister Carton Label (All Strengths)  

• Revise the strength statement on the blister carton to read XX mg per Capsule.  
 

• Revise the net quantity statement on the blister carton to read similar to “50 capsules (5 
Blister cards containing 10 capsules each).”  

 
5.   Bottle Container Labels (All Strengths)  

• Relocate the “Once-Daily” statement to appear below the strength similar to the 
proposed presentation on the carton labeling.  

 
• Relocate the net quantity statement “30 capsules” to appear outside of the highlighted 

box and place below the statement “Swallow capsule whole. Do not cut, crush, or chew 
capsule.” 

 
• Decrease the prominence of the statement “Swallow capsule whole. Do not cut, crush, 

or chew capsule” by presenting this in a smaller font size. 
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Smith, Jacquelyn 

From: Smith, Jacquelyn

Sent: Tuesday, June 18, 2013 2:36 PM

To: glen.spears@astellas.com

Subject: FW: NDA-204096 Information Request

Page 1 of 4Darrts Login

6/19/2013

 Hi Glen, 
  
Please see the following information request 
  
In your communication of June 4, 2013, you state that you identified 16 Tac-XL patients "who did not have an 
event within the 12 month period and who did not complete the study based on their end date (ENDSLDAY or 
ENDTDAY <351)."   Based on the definition of LTFU for the efficacy failure endpoint, these 16 patients should be 
included as lost-to-follow-ups in your Table 21 and also 12 additional failure events should be ascribed to Tac-
XL.   If you believe the number 16 is correct, please explain why these subjects are not considered events for this 
endpoint?  
  
As you noted, we identified 6 Tac-XL patients  (not 16) using your definition above of no event within the 12 
month period and patients who did not complete the study based on their end date (ENDSLDAY or ENDTDAY < 
351); 4 of the 6 are listed in your Table 21 which contain the breakdown of the results for efficacy failure. We 
also identified 18 Prograf patients; 7 are included in your Table 21.  We have listed these 24 patients below, 
highlighting those patients that are included in Table 21 as lost to follow-ups.  As we mentioned in our earlier 
communications, we also noted that the last dose days for the patients not highlighted below are beyond Day 
351.  In your dataset submitted June 5th (dataset CSRT21), you include a variable LASTDAY that is defined as 
max(ENDSDAY, ENDSLDAY, LDOSEDAY).  Is the definition of a 12 month completer based on all three 
variables, including the last dose day, not just the end day? 
  
To come to a common understanding of the lost-to-follow-ups  in 1203, we agree that a teleconference is 
necessary.  
  
FDA table of 24 patients who did not have an event within 12 months and who did not complete the study based 
on their end day (ENDSLDAY or ENDTDAY <351) using dataset EFF.    Highlighted patients are counted as lost-
to-follow-ups (i.e. unknown outcomes) in Table 21 of the Study 1203 study report.
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 The statistical team would like to have a 30 minute teleconference Thursday .  I will follow up with you tomorrow 
morning on a specific time. 
  
Regards, 
Jackie 
 

From: Spears, Glen [mailto:Glen.Spears@astellas.com]  
Sent: Tuesday, June 04, 2013 10:05 PM 
To: Smith, Jacquelyn 
Subject: RE: NDA-204096 Information Request 
 
Jackie,  
  
With the new dataset submitted today, Astellas can verify all the data in Table 21. However, further to 
your email communication below in regards to question 4, Astellas re-verified the patient numbers and 
cannot match the FDA’s numbers in the May 24, 2013 communication. Astellas obtains 16 Tac-XL 
patients (not 6) who did not have an event within the 12 month period and who did not complete the 
study based on their end date (ENDSLDAY or ENDTDAY <351). Would it be possible to schedule a 
short teleconference (with WebEx if necessary) with the statistician to quickly resolve this question?  
  
Best regards, 
  
Glen  
  
*********************** 
Glen W. Spears, Ph.D.  
Associate Director, Regulatory Affairs  
Astellas Pharma Global Development, Inc.  
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Ph:  (224) 205-5935 
*********************** 
 
  
From: Smith, Jacquelyn [mailto:Jacquelyn.Smith@fda.hhs.gov]  
Sent: Tuesday, June 04, 2013 11:36 AM 
To: Spears, Glen 
Subject: RE: NDA-204096 Information Request 
  
Hi Glen. 
  
Please see statistician response: 
  
Please refer to the following comment in our first correspondence. We identified a total of 24 patients satisfying 
the criteria for LTFU based on the OUTCOME dataset - the details are below in the comment. 11 of those patients 
are the ones they identified as unknown outcomes.  We assume that the 13 other patients actually completed the 
study although their last day is less than 351 according to ACCT and OUTCOME datasets.  Please confirm that 
for us.   
  
  
4.Unknown outcome 

Using the EFF dataset or the OUTCOME dataset, we are not able to replicate your numbers of 7 and 4.   
If we use PARMCD of UNKOUT in dataset EFF, we obtain 4 events for Tac-XL and 8 events for Prograf.  
If we count patients who did not have an event within the 12 month period and who did not complete the 
study based on their end date (ENDSLDAY or ENDTDAY <351), we obtain 6 Tac-XL patients and 18 
Prograf patients. We noticed that 13 of these patients have last dose days beyond Day 365 so apparently 
these patients did complete the study; however, the data in EFF or OUTCOME does not allow one to 
indentify these patients as Month 12 completers.  What programming steps did you follow to identify 
patients you count as unknown outcome?     

  
 
Thanks, 
Jackie 

  

From: Spears, Glen [mailto:Glen.Spears@astellas.com]  
Sent: Tuesday, June 04, 2013 11:56 AM 
To: Smith, Jacquelyn 
Subject: RE: NDA-204096 Information Request 

Jackie,  
  
Astellas has a question on the May 31, 2013 information request, “question 4”. Astellas can 
confirm the count of 11 patients but we cannot confirm the 13 patients noted in the information 
request. Could you please help us understand how these 13 patients were obtained, either by email 
or teleconference?  
  
Astellas is planning to submit the requested dataset either tonight or Wednesday.  
  
Best regards,  
  
Glen  
  
*********************** 
Glen W. Spears, Ph.D.  
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Associate Director, Regulatory Affairs  
Astellas Pharma Global Development, Inc.  
Ph:  (224) 205-5935 
*********************** 

  
From: Smith, Jacquelyn [mailto:Jacquelyn.Smith@fda.hhs.gov]  
Sent: Friday, May 31, 2013 2:14 PM 
To: Spears, Glen 
Subject: NDA-204096 Information Request 
  
Hi Glen, 
  
After the stat team reviewed your response to their questions, they provided the attached response and are 
requesting a reply.  Please also note that the stat team is cancelling Monday's teleconference and if after 
the stat team reviews Astellas' reply, a teleconference is need, it will be rescheduled. 
  
Regards, 
Jacquelyn 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Antimicrobial Products 

 

COMMUNICATION  SHEET 

 
DATE:  June 18, 2013  

To:  Glen Spears, Ph.D. 
Associate Director, Regulatory Affairs 

 From:   Jacquelyn Smith, M.A. 
  Senior Regulatory Project Manager 
   

Company: Astellas Pharma US, Inc.    Division of Transplant and       
  Ophthalmology Products 

Email:   glen.spears@astellas.com  Email:   jacquelyn.smith@fda.hhs.gov 

Telephone Number:    224-205-5935 
             

 Phone number: 301-796-1600 

Subject: NDA 204096/ Astagraf XL (tacrolimus extended-release capsules) 

Total no. of pages including cover:  9 

Comments:  
 

Document to be mailed:   YES   NO 

 

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) 796-1600.  Thank you.
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NDA 204096 
Astagraf XL (tacrolimus extended-release capsules) 
 
Dear Dr. Spears, 
 
Please refer to your NDA 204906/ Astagraf XL (tacrolimus extended-release capsules). 
 
Please find attached a clean version of the Medication Guide for Astagraf XL containing our 
proposed edits. If you would like to discuss our proposed edits with us in further detail, after 
receiving them, please contact me to set up a teleconference. 
 
If you have any questions regarding this communication, please contact me at 301-796-1600. 
 
 
Sincerely, 
 
 
Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products   
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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Smith, Jacquelyn 

From: Smith, Jacquelyn

Sent: Tuesday, June 18, 2013 7:16 AM

To: glen.spears@astellas.com

Cc: MaryJo.Pritza@astellas.com

Subject: RE: NDA 204096/ tacrolimus extended-release capsules (Astagraf XL)-Astellas 

Page 1 of 2

6/18/2013

Hi Glen, 

We acknowledge that various sections of the proposed Astagraf XL package insert (PI) that was sent to you on 
Friday, June 14th are not consistent with the approved Prograf (PI). This working draft of the Astagraf XL PI has 
been modified to follow the various labeling Guidances.  

Kind Regards, 
  
Jackie 
  
Jacquelyn Smith, M.A.  
Senior Regulatory Health Project Manager 
Food and Drug Administration 
Division of Transplant and Ophthalmology Products 
10903 New Hampshire Avenue 
White Oak, Bldg. 22, Room 6114 
Silver Spring, Maryland 20993 
Telephone: 301-796-1002 
Fax: 301-796--9881 
Email: jacquelyn.smith@fda.hhs.gov 
  
  
 

From: Almoza, Lois  
Sent: Friday, June 14, 2013 1:23 PM 
To: glen.spears@astellas.com 
Cc: MaryJo.Pritza@astellas.com; Smith, Jacquelyn 
Subject: NDA 204096/ tacrolimus extended-release capsules (Astagraf XL)-Astellas  
 
Good Afternoon Dr. Spears, 
  
Attached please find proposed edits to the package insert submitted on March 13, 2013.  This was 
sent on Jacquelyn Smith’s behalf who is off today.  If you have any questions that cannot wait 
until Monday when Jacquelyn will be back in the office, you can send them to me.  However, 
Jacquelyn is still your point of contact for NDA 204096 and will return on Monday for any 
questions you may have at that time. 
  
Thank you, 
  
Lois Almoza, M.S. 
Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products  
Office of Antimicrobial Products  
Center for Drug Evaluation and Research 
Food and Drug Administration 
10903 New Hampshire Avenue 
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Building 22, Room 6241 
Silver Spring, MD 20993 
Phone: 240-402-5146 
Fax: 301-796-9881 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Antimicrobial Products 

 

COMMUNICATION SHEET 

 
DATE:  June 14, 2013   

To:  Glen Spears, Ph.D. 
Associate Director, Regulatory Affairs 

  From:   Jacquelyn Smith, M.A. 
  Senior Regulatory Project Manager 
   

Company: Astellas Pharma US, Inc.     Division of Transplant and       
  Ophthalmology Products 

Email:   glen.spears@astellas.com   Email:   jacquelyn.smith@fda.hhs.gov 

Telephone Number:    224-205-5935 
             

  Phone number: 301-796-1600 

Subject: NDA 204096/ Astagraf XL (tacrolimus extended-release capsules) 

Total no. of pages including cover:  32 

Comments:  
 

Document to be mailed:  � YES   NO 

 

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) 796-1600.  Thank you.
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NDA 204096 
Astagraf XL (tacrolimus extended-release capsules) 
 
Dear Dr. Spears, 
 
Please refer to your NDA 204906 for Astagraf XL (tacrolimus extended-release capsules). 
 
Please find attached a clean version of the package insert (PI) for Astagraf XL containing our 
proposed edits to the version you submitted March 13, 2013, noting that our version still includes 
“TRADENAME XL” instead of “ASTAGRAF XL.”  Our edits to the Medication Guide will be 
sent separately within the next few days.   
 
Within the next 2 weeks, please resubmit the PI which addresses our comments and requests for 
information. Also, within the next 2 weeks, please submit the revised Dear Healthcare Provider, 
Dear Pharmacist, and Dear Professional Society letters that are consistent with the labeling as 
revised. These letters will be reviewed by the Division and consulted to the Office of Prescription 
Drug Promotion (OPDP).  After review, we will provide you with our comments on these letters. 
 
Finally, we plan to send you comments regarding the carton and container labels and other related 
issues next week. 
 
If you have any questions regarding this communication, please contact me at 301-796-1600. 
 
Sincerely, 
 
 
Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products   
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 

 

 

 Food and Drug Administration 

Silver Spring  MD  20993 
 
 
 
NDA 204096  
 MEETING MINUTES 
Astellas Pharma US, Inc. 
Attention:  Glen Spears, Ph.D. 
 Associate Director, Regulatory Affairs 
1 Astellas Way 
Northbrook, IL  60062 
 
 
Dear Dr. Spears: 
 
Please refer to your New Drug Application (NDA) dated September 20, 2012, received 
September 21, 2012, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act, for tacrolimus extended-release capsules. 
 
We also refer to May 20, 2013, teleconference, scheduled to discuss your tacrolimus product 
prior to the May 22, 2013 PeRC (Pediatric Review Committee) meeting. 
 
If you have any questions, call Jacquelyn Smith, M.A., Senior Regulatory Project Manager at 
301 796-1600. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Renata Albrecht, M.D. 
Director 
Division Transplant and Ophthalmology
 Products 
Office of Antimicrobial Products 
Office of New Drugs 
Center for Drug Evaluation and Research 
 

 
Enclosures: Meeting Minutes 
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NDA 204096 
Tacrolimus XL, May 20, 2013 Teleconference 
Page 2  
 
 

 

MEMORANDUM OF TELECONFERENCE 
 
Meeting Date: May 20, 2013 
 
Meeting Type: Informational 
 
Application:  NDA 204096 
 
Drug:   Tacrolimus extended-release capsules   
 
Sponsor:  Astellas Pharma US, Inc. 
 
Indication:  Prophylaxis of Organ Rejection in Kidney Transplant 
  
FDA Participants:  
Renata Albrecht, MD    Director, DTOP 
Joette Meyer, PharmD   Clinical Team Leader, DTOP 
Ozlem Belen, MD                                           Deputy Director of Safety, DTOP 
Jacquelyn Smith, MA    Senior Regulatory Project Manager, DTOP 
 
Astellas Pharma US, Inc. 
Bill Fitzsimmons, PharmD     Executive VP, Regulatory Affairs, Drug Safety and  
      Pharmacovigilance 
M. Roy First, MD     VP, Global Therapeutic Area Leader, Transplant  
James Keirns, PhD    Vice President, Clinical Pharmacology 
Xuegong Wang, MD, PhD    Medical Director Global Medical Science 

Transplantation and Immunology/Inflammation 
Jay Erdman, MS    Senior Director, Global Development Project Leader 
Mary Jo Pritza, PharmD   Director, Regulatory Affairs 
Glen W. Spears, PhD     Associate Director, Regulatory Affairs 
 
 
Purpose of the meeting: 
On May 20, 2013 representatives from Astellas and the FDA Division of Transplant and 
Ophthalmology Products (DTOP) held a teleconference to discuss the proposed pediatric studies for 
tacrolimus extended-release (XL) capsules, and the tacrolimus immediate release products including 
a granule formulation marketed in Europe, in preparation for the May 22, 2013, Pediatric Review 
Committee (PeRC) meeting. 
 
 
Background: 
Astellas requested a partial waiver for the pediatric kidney transplant recipients from 0 to < 5 years 
of age for tacrolimus XL because studies are impossible or highly impractical.  There are only about 
500 children between 1 and 5 years that were transplanted between 2009 and 2011 (three year 
period) and are dispersed among approximately 200 transplant centers in the US; and only about 5 
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NDA 204096 
Page 3 
 
 
 
 

 
 

 
2. 

 
If you have any questions, call Navdeep Bhandari, Regulatory Health Project Manager, at (240) 402 -
3815. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Rapti D. Madurawe, Ph.D.  
Branch Chief, Branch V  
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 204096 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Astellas Pharma US, Inc. 
1 Astellas Way 
Northbrook, IL  60062 
 
ATTENTION:  Glen W. Spears, Ph.D. 
   Associate Director, Regulatory Affairs 
 
 
Dear Dr. Spears: 
 
Please refer to your New Drug Application (NDA) dated September 20, 2012, and received  
September 21, 2012, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act 
for Tacrolimus Extended- release Capsules, 0.5 mg, 1 mg, and 5 mg. 
 
We also refer to your April 9, 2013, correspondence, received April 10, 2013, requesting review of 
your proposed proprietary name, Astagraf XL.  We have completed our review of this proposed 
proprietary name, and have concluded that it is acceptable.  
 
If any of the proposed product characteristics as stated in your April 10, 2013 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 Karen Townsend, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-5413.  For any other information regarding this 
application contact Jacquelyn Smith, Regulatory Project Manager in the Office of New Drugs (OND), 
at (301) 796-1002.   
 

Sincerely, 
{See appended electronic signature page}  
      
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Antimicrobial Products 

 

COMMUNICATION  SHEET 

 
DATE:  May 31, 2013   

To:  Glen Spears, Ph.D. 
Associate Director, Regulatory Affairs 

  From:   Jacquelyn Smith, M.A. 
  Senior Regulatory Project Manager 
   

Company: Astellas Pharma US, Inc.     Division of Transplant and       
  Ophthalmology Products 

Email:   glen.spears@astellas.com   Email:   jacquelyn.smith@fda.hhs.gov 

Telephone Number:    224-205-5935 
             

  Phone number: 301-796-1600 

Subject: NDA 204096 tacrolimus extended-release 

Total no. of pages including cover:  3 

Comments:  
 

Document to be mailed:   YES   NO 

 

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) 796-1600.  Thank you.
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NDA 204096 
tacrolimus extended-release 
 
Dear Dr. Spears, 
 
Please refer to your NDA 204906/tacrolimus extended-release. 

We have received your response to our questions and comments from May 24, 2013 regarding 
Study FG-506E-12-03 submitted under NDA 204096. 

It is necessary to have submitted data that support Table 21 in your NDA submission. As it does 
not appear that Table 21 can be created from submitted data, we will need you to submit an 
additional dataset. This dataset should contain the efficacy failure data and the events that support 
that outcome for Month 12. Please provide this dataset with a define file made specifically for this 
dataset. This define file should describe how lost-to-follow-ups were defined in detail. It should 
also describe how this dataset differs from the other two datasets you have provided (EFF and 
OUTCOME). You should describe the one patient with an LBCAR that is counted in your table 
but not in the previously submitted datasets.  

Your reply to our Question 4 is not sufficient. Your programming steps include subsetting on 
patients defined as LTFU in OUTCOME. We were able to obtain a count of 11 patients (the same 
ones you list) by the steps we stated (no event and an end date<351) and also by noting that 13 
patients had a dosing date after their end date. Please confirm that this is correct. You should 
include last dose day or a study completer variable in your new dataset. 

We are canceling the teleconference planned for Monday June 3rd at 9:30 AM EST.  We will  
determine after receiving the new dataset and additional information whether a new meeting is 
necessary. 
 
If you have any questions regarding this communication, please contact me at 301-796-1600. 
 
 
Sincerely, 
 
 
Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products   
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Antimicrobial Products 

 

COMMUNICATION  SHEET 

 
DATE:  May 24, 2013   

To:  Glen Spears, Ph.D.   From:   Diana Willard 
  Chief, Project Management Staff 
   

Company:  Astellas Pharma US, Inc.     Division of Transplant and       
  Ophthalmology Products 

Email:   glen.spears@astellas.com   Email:   diana.willard@fda.hhs.gov 

Telephone Number:   224-205-5935 
             

  Phone number: 301-796-1600 

Subject: NDA 204096/tacrolimus extended-release – material in preparation for May 30, 2013, 
teleconference 

Total no. of pages including cover: 4 

Comments:  
 

Document to be mailed:   YES   NO 

 

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) 796-1600.  Thank you.
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NDA 204096 
tacrolimus extended-release 

 
 
Dear Dr. Spears: 
 
Please refer to your NDA 204096/tacrolimus extended-release.   
 
The following comments are for use in preparation for the May 30, 2013, teleconference. 
 
 

 
 
We were not able to replicate your numbers in Table 21 shown above.  We defined our Month 12 
dataset based on FAS=”YES” and using a cutoff day (max of ENDSDAY or ENDSLDAY) of 
379. We used Day 379 based on the SAP (page 15) which states that the window for analysis for 
DAY 365 is Day 351 to Day 379.  We analyzed both datasets EFF and OUTCOME.  
 
We have the following comments regarding the events displayed in the above table for the Full 
Analysis Population in Study 1203.  
 

1. Efficacy Failures  
Using the EFF dataset, we count 74 failures on Prograf based on PARMCD LBCARI. If 
we use the OUTCOME dataset, we obtain the number of 78 shown in the table.  The 
additional 4 patients (H6313, H8211, H8804 and H8805) are all recorded as lost-to-
follow-ups in OUTCOME.  Why don’t the results for the two datasets match? Is the 
number of 78 from the OUTCOME dataset correct? 
 

2. LBCAR  
We count 67 events for Tac-XL not 68 as recorded in the table. We believe the 
discrepancy is based on Patient H1807 who is counted in EFF as having an LBCAR on 
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NDA 204096 
tacrolimus extended-release 

Day 556 but is not counted as an LBCAR event or as an efficacy failure in OUTCOME. 
Note that there are 12 patients (8 Tac-Xl and 4 Prograf) who are recorded as LBCAR 
events in EFF but not in OUTCOME; however, these same 12 are counted as having an 
efficacy failure in OUTCOME but without the component event recorded in the dataset.  
  

3. We are able to replicate your numbers for Graft Loss and Patient Death using either EFF 
or OUTCOME. 
 

4. Unknown outcome 
Using the EFF dataset or the OUTCOME dataset, we are not able to replicate your 
numbers of 7 and 4.   If we use PARMCD of UNKOUT in dataset EFF, we obtain 4 
events for Tac-XL and 8 events for Prograf.  If we count patients who did not have an 
event within the 12 month period and who did not complete the study based on their end 
date (ENDSLDAY or ENDTDAY <351), we obtain 6 Tac-XL patients and 18 Prograf 
patients. We noticed that 13 of these patients have last dose days beyond Day 365, so 
apparently these patients did complete the study; however, the data in EFF or 
OUTCOME does not allow one to identify these patients as Month 12 completers.  What 
programming steps did you follow to identify patients you count as unknown outcome?     

  
 
If you have any questions regarding this communication, please contact Ms. Jacquelyn Smith at 
(301) 796-1600. 
 
 
Sincerely, 
 
 
Diana Willard 
Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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PeRC PREA Subcommittee Meeting Minutes 
May 22, 2013 

 
PeRC Members Attending: 
Lynne Yao 
Robert “Skip” Nelson 
Karen Davis-Bruno (Tacrolimus Review Only) 
Rosemary Addy 
Patricia Dinndorf 
Peter Starke  
Hari Cheryl Sachs  
Wiley Chambers 
Lily Mulugeta 
Kevin Krudys 
Susan McCune (Tacrolimus Review Only) 
Dianne Murphy  
George Greeley 
Courtney Suggs 
Andrew Mosholder 
Martha Nguyen 
Daiva Shetty (Did not review  
Julia Pinto 
William Rodriguez 
Gregory Reaman 
Rachel Witten 
Maura O’Leary 
 
Guests Attending:   
Dionna Green (OCP)   Erica Radden (PMHS)   
Donna Snyder (PMHS)  Dionna Green (OCP)  
Jeremiah Momper (OCP)  Amy Taylor (PMHS)  
Gil Burckart (OCP)   Alyson Karesh (PMHS) 
Terrie Crescenzi (OPT)  Jeanine Best (PMHS) 
Nichella Simms (PMHS)  Lori Gorski (PMHS) 
Stacey Min (DAVP)   Denise Cook (DDDP) 
Jagjit Grewal (DGIEP)  Michelle Roth-Cline (OPT) 
Erica Wynn (PMHS)   Sandra Casar (DOP2) 
Meredith Libeg (DOP2)  Jane Inglese (ORP) 
Ethan Hausman (PMHS)  Diko Kazandiion (DOP2) 
Patricia Keegan (DOP2)  Juliette Toure (DPP) 
Robert Levin (DPP)   Violette Kh’mek (DPP) 
Ozlem Benen (DTOP)  Joette Meyer (DTOP) 
Gerlie Gieser (OCP)   Jacquelyn Smith (DTOP) 
Renata Albrecht (DTOP)  Ergun Velidelegolin (DTOP) 
Phil Colangelo (DTOP)  Lucas Kempt (DPP) 
Huixia Zhang (OCP)   Hao Zhn (OCP) 
Reiling Yang (OB)   Robert Ferentino (DGIEP) 
Famoth Sohrabi (DGIEP)  Matthew Scherer (DGIEP) 
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 3 

• The PeRC recommends that the Division not waive patients below the age of five years 
in order to allow for the development of an age-appropriate formulation.   

• The PeRC agreed with the Division to grant a partial waiver in patients birth to <1 year 
because studies are impossible or highly impractical and agreed to deferral in patients 
ages 1 to <5 years to develop a pediatric formulation.  The PeRC also agreed to defer 
pediatric studies in patients 5 to 16 years because the product is ready for approval in 
adults. 
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Smith, Jacquelyn

From: Smith, Jacquelyn
Sent: Friday, May 10, 2013 12:59 PM
To: 'Spears, Glen'
Cc: Smith, Jacquelyn
Subject: NDA 204096-TAC-XL Information Request re alcohol induced dose dumping

Hi Glen,

Please respond to the below information request: 

In light of your finding that there was significant acceleration of the in vitro dissolution of tacrolimus extended release 
(TAC XL) capsules in 40% alcohol at pH 1.2 (i.e., “dose dumping”), we recommend that you propose labeling 
language that would warn against the concomitant administration of TAC-XL capsules with alcoholic beverages. In 
addition, please propose how you will address whether there is a time window later in the day when it would be safe 
for patients taking TAC-XL capsules to consume alcohol. Please provide your responses within 2 weeks of receiving 
this information request.

If there are any questions regarding this request, a brief teleconference can be scheduled to discuss.

Kind Regards,
Jacquelyn

Jacquelyn Smith, M.A. 
Senior Regulatory Health Project Manager
Food and Drug Administration
Division of Transplant and Ophthalmology Products
10903 New Hampshire Avenue
White Oak, Bldg. 22, Room 6141
Silver Spring, Maryland 20993
Telephone: 301-796-1002
Fax: 301-796--9881
Email: jacquelyn.smith@fda.hhs.gov
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Antimicrobial Products 

 

COMMUNICATION  SHEET 

 
DATE:  April 26, 2013   

To:  Glen Spears, Ph.D.   From:   Diana Willard 
  Chief, Project Management Staff 
   

Company: Astellas Pharma US, Inc.     Division of Transplant and       
  Ophthalmology Products 

Email:   glen.spears@astellas.com   Email:   diana.willard@fda.hhs.gov 

Telephone Number:    224-205-5935 
             

  Phone number: 301-796-1600 

Subject: NDA 204096 tacrolimus extended-release 

Total no. of pages including cover:  3 

Comments:  
 

Document to be mailed:   YES   NO 

 

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) 796-1600.  Thank you.
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NDA 204096 
tacrolimus extended-release 
 
Dear Dr. Spears, 
 
Please refer to your NDA 204906/tacrolimus extended-release. 
 
We have the following comment regarding your September 20, 2012, submission: 
 

Your Table 21 on page 84 of your study report for Study FG-506E-12-03 shows 54 LBCARs 
for Prograf and 68 for Tac-XL for the full analysis set.  Dataset OUTCOME yields 50 
LBCARs for Prograf and 59 for Tac-XL, a discrepancy of 13 LBCARs.  We found that the 
LBCAR count in dataset EFF yielded a number matching your Table 21.   Of these 13 patients 
with a recorded LBCAR in dataset EFF but not in dataset OUTCOME, one patient had an 
event day of 556 while the rest had event days within the 12 month follow-up period.  Eleven 
of these 13 patients were recorded as having an efficacy failure in dataset OUTCOME with no 
record of the type of failure. For most of these patients the event day recorded for outcome 
EFFL in the OUTCOME dataset- equaled the event day recorded for LBCAR in dataset EFF.    

 
We did not find any discrepancies with the other outcome variables in the OUTCOME 
dataset.  

 
Please explain these data problems.  If there are indeed errors in the OUTCOME dataset, 
please submit an updated OUTCOME dataset for Study FG-506E-12-03 with a define file 
specifically written for this dataset.  
 
Please submit the requested information by May 7, 2013. 
 

In addition, we have the following comment regarding your April 24, 2013, response to our  
April 17, 2013, information request: 

 
In light of the small number of kidney transplant patients who received tacrolimus as a 
compounded suspension via the nasogastric tube in Studies 158 (N = 1) and 12-03 (N=11), we 
are no longer interested in receiving the previously requested SAS datasets. 

 
If you have any questions regarding this communication, please contact Ms. Jacquelyn Smith at 
(301) 796-1600. 
 
 
Sincerely, 
 
 
Diana Willard 
Regulatory Health Project Manager 
Division of Transplant and Ophthalmology  
  Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
Food and Drug Administration 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 204096 

PROPRIETARY NAME REQUEST  
UNACCEPTABLE 

 
Astellas Pharma US, Inc. 
1 Astellas Way 
Northbrook, IL  60062 
 
ATTENTION:  Glen W. Spears, PhD 
   Associate Director, Regulatory Affairs 
 
 
Dear Dr. Spears: 
 
Please refer to your New Drug Application (NDA) dated September 20, 2012, and received September 
21, 2012, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for  
tacrolimus extended- release capsules, 0.5 mg, 1 mg, and 5 mg.  
 
We also refer to your January 3, 2013, correspondence, received January 4, 2013, requesting review of 
your proposed proprietary name, Graceptor XL.  We have completed our review of this proposed 
proprietary name and have concluded that this name is unacceptable for the following reasons: 
 
The proposed proprietary name, Graceptor XL, is orthographically similar to and has overlapping 
product characteristics with the currently marketed product, Glucotrol XL (Glipizide Extended-release) 
Tablets.  Both names contain the same number of letters (9), begin with the letter ‘G,’ contain the letter 
‘c’ in the 4th position, contain a cross-stroke ‘t’ in a similar position which is closely followed by the 
letter ‘o,’ and both names have the same modifier ‘XL.’  Moreover, if both letters ‘l’ in Glucotrol are 
scripted without a prominent upstroke, the letters ‘l’ in Glucotrol may look similar to the letters ‘r’ in 
Graceptor.  This similarity was confirmed by the Agency’s prescription studies.  Additionally, if the letter ‘p’ in 
Graceptor is scripted without a prominent downstroke, the infix letter string ‘cep’ in Graceptor may look 
similar to the letter string ‘co’ in Glucotrol. (See example below.) 

 
In addition to the orthographic similarity of this name pair, the products have overlapping product 
characteristics such as strength (5 mg), dosage (2.5 mg, 5 mg, 10 mg), both are a solid oral dosage form, 
route of administration (oral), and frequency of administration (once daily).  These overlapping product 
characteristics in conjunction with the orthographic similarity make the name pair vulnerable to 
confusion which can lead to wrong drug errors. 
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We acknowledge that our conclusion on the acceptability of the name differs from the conclusions 
reached by the   However, the name Glucotrol XL was not identified or evaluated 
in the external name review.  There is no information provided in the submission that account for why 
the external consultants did not identify the name.   
 
We note that you have proposed an alternate proprietary name in your submission dated January 4, 
2013.  In order to initiate the review of the alternate proprietary name, Astagraf XL, submit a new 
complete request for proprietary name review.  The review of this alternate name will not be initiated 
until the new submission is received. 
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Karen Townsend, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-5413.  For any other information regarding this application 
contact the Office of New Drugs (OND) Regulatory Project Manager, Hyun Son, at 301-796-1939.   
 

Sincerely, 
 
 {See appended electronic signature page}   
      

Kellie A. Taylor, Pharm.D., MPH 
Deputy Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Subject: NDA 204096 tacrolimus extended-release: request for information Studies 158  
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Total no. of pages including cover: 5 
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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-
1600.  Thank you. 
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Dear Dr. Spears, 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for tacrolimus extended-release capsules, NDA 204096. We are 
reviewing your submission and have the following information requests for Studies 02-0-158 and 
FG-506E-12-03 (kidney transplant). 

We request that you submit the responses within 2 weeks. Please let us know if you will not be 
able to meet this timeline. 

As discussed below, we have created table templates to show how we would like the data 
presented.  However, as some of our requests are complex, please consider preparing your own 
mock tables/figures once you have considered our requests, if you believe they are more 
appropriate.  We can review your proposal and provide comments, before you submit the final 
version with complete data. 

If you have any questions about these requests, please contact me (Hyun Son) to obtain 
clarification or schedule a brief conference with the Division.  If you have previously submitted 
data in the same format as requested below, please assist us in locating the information within 
the NDA submission. 

Please use the FAS population for all analyses. 

New Onset Diabetes After Transplantation (NODAT): 

1. We refer you to the Adverse Reactions section of the Prograf® package insert. Table 9 
“Incidence of New Onset Diabetes After Transplant at 1 year in Kidney Transplant 
Recipients in a Phase 3 Trial (Study 2)” presents the data from Study 02-0-158 for the 
Prograf and Neoral® arms of the study.  Please create a similar table including data from 
the tacrolimus XL arm, in addition to the other two arms.  As in Table 9, please define 
NODAT as a composite of any of the following occurring in a subject without diabetes 
mellitus at baseline: fasting plasma glucose values of 126 mg/dL or more; HbA1C ≥ 6%, 
insulin use ≥ 30 days or oral hypoglycemic use.  For each cell provide the numbers and % 
as the proportion of the patients at risk without pre-transplant history of diabetes mellitus. 
See mock table below with the columns containing the information from Table 9. 
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Dear Dr. Spears, 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for tacrolimus extended-release capsules, NDA 204096. We are 
reviewing your submission and have the following information requests for Study FG-506E-11-
03 (liver transplant). 
 
We request that you submit the responses within 4 weeks.  Please let us know if you will not be 
able to meet this timeline.   
 
If you have any questions about these requests, please contact me (Hyun Son) to obtain 
clarification or schedule a brief conference with the Division.  If you have previously submitted 
data in the same format as requested below, please assist us in locating the information within 
the NDA submission. 
 
Once we have had the opportunity to understand these analyses of Study 11-03, we may have 
additional requests in the future.   
 
 

1. Recreate the following tables and figures from the 12 month study report showing results 
by gender and treatment.  Use the Full Analysis Set (FAS) population for all analyses. 

 
 

a. Tables 2 through 5; 7, 8, 10; 16 through 19; and 22 through 31; and 33. See Appendix 
for the corresponding table titles.   
 
All the tables should be formatted as follows: 
 

FEMALES MALES  
TAC-XL 
N=76 

Prograf 
N=64 

TAC-XL 
N=161 

Prograf 
N=170 

 
 

b. Figures 2 and 3:  Display all 4 subgroups (TAC-XL females, Prograf females, TAC-
XL males and Prograf males) on the same graph for ease of comparison.  See 
Appendix for the corresponding figure titles.   
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Appendix 

 
List of Tables from Study 11-03 12M Report: 
 
Table 2: Populations for Analysis 
Table 3: Patient Disposition 
Table 4: Summary of Patient Demographics and Viral Status 
Table 5: Summary of Donor Characteristics and Donor/Recipient Mismatch  
Table 7: Tacrolimus Daily Dose (mg/kg) 
Table 8: Tacrolimus Trough Levels (ng/mL) 
Table 10: Difference of Local Biopsy-confirmed Acute Rejection Rates (12 Months) 
Table 16: Summary of Efficacy Failures (12-month) 
Table 17: Summary of Adverse Events 
Table 18: Incidence of Most Frequently Reported Adverse Events Regardless of Relationship to 
Study Medication (defined as incidence rate of at least 12% in either treatment group and those 
with a difference in incidence between FK506 and MR4 associated with p < 0.05) 
Table 19: Incidence of Most Frequently Reported Adverse Events Assessed by the Investigator 
as being Causally-related to Study Medication 
Table 22: Incidence of Most Frequently Reported Serious Adverse Events Regardless of 
Relationship to Study Medication 
Table 23: Incidence of Most Frequently Reported Serious Adverse Events Assessed by the 
Investigator as being Causally-related to Study Medication 
Table 24: Incidence of Most Frequently Reported Adverse Events Leading to Discontinuation, 
Regardless of Relationship to Study Medication 
Table 25: Overall Summary of Infection 
Table 26: Incidence of Infections 
Table 27: Incidence of Adverse Events of Renal Function 
Table 28: Incidence of Glucose Metabolism Disorder 
Table 29: Incidence of Neurological Adverse Events 
Table 30: Incidence of Vascular Disorders 
Table 31: Incidence of Neoplasms 
Table 33: Summary of Renal Function 
 
List of Figures from Study 11-03 12M Report: 
 
Figure 2: Mean Tacrolimus Daily Dose (mg/kg) 
Figure 3: Mean Tacrolimus Trough Levels (ng/mL) by Period 
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Dear Dr. Spears, 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for tacrolimus extended-release capsules, NDA 204096. We are 
reviewing your submission and have the following information requests for Study FG-506E-11-
01 (liver transplant). 

We request that you submit the responses for questions 1 through 11 within 2 weeks and the 
remainder of the questions within 4 weeks.  Please let us know if you will not be able to meet 
this timeline.   

As discussed below, we have created table templates to show how we would like the data 
presented.  However, as some of our requests are complex, please consider preparing your own 
mock tables/figures once you have considered our requests, if you believe they are more 
appropriate.  We can review your proposal and provide comments, before you submit the final 
version with complete data. 

If you have any questions about these requests, please contact me (Hyun Son) to obtain 
clarification or schedule a brief conference with the Division.  If you have previously submitted 
data in the same format as requested below, please assist us in locating the information within 
the NDA submission. 

Once we have had the opportunity to understand these analyses of Study 11-01, we may have 
additional requests for similar analyses for Study FG-506E-11-03 sent separately.   

Background Information: 

We acknowledge that you included gender specific pharmacokinetic (PK) analyses by treatment 
for both de novo liver studies (11-01 and 11-03) in the current NDA submission (2-7-2- 
summary-clin-pharm-studies.pdf), and previously in response to the FDA request dated February 
27, 2008. We are requesting additional PK analyses of Study 11-01 for the 6 week study period 
using the full analysis set (FAS) population by treatment and gender subgroups, including  donor 
and recipient gender.   

PK Parameters 

1. Create three tables (one for each day) of the following parameters (mean ± SD) by 
treatment arm and gender on Days 1, 14 and 42: 

a. AUC 
b. Cmax 
c. Cmin 
d. AUC/Cmin

 ratio 
e.  TAC-XL:Prograf ratio of the AUC means and Cmin means and the corresponding 

90% CI. 
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Use the following table template and format to present these analyses.  

Category Females Males 
DAY # Tac XL 

 
Prograf 
 

Tac XL 
 

Prograf 
 

All Donors 
   number N= xx N= xx N= xx N= xx 
   AUC     
AUC/Cmin     
   Cmax,      
Etc.     
Female Donor 
number N= xx N= xx N= xx N= xx 
  AUC     
AUC/Cmin     
Cmax     
Etc.     
Male Donor 
Number N= xx N= xx N= xx N= xx 
   AUC     
AUC/Cmin     
  Cmax     
Etc.     
 

2. Create three tables (one for each day) for the dose-normalized parameters (mean ± SD) 
by treatment arm and gender on Days 1, 14 and 42, similar to #1 above: 

a. AUC 
b. Cmax 
c. Cmin 
d. AUC/Cmin

 ratio 
e.  TAC-XL:Prograf ratio of the AUC means and Cmin means and the corresponding 

90% CI. 
 

Concentration time profiles 

3. Create three figures of whole blood tacrolimus concentration-time profiles (one for each 
day = Day 1, Day 14, and Day 42) by treatment arm and gender for all recipients (four 
subgroups = TAC-XL females, Prograf females, TAC-XL males and Prograf males), with 
the 4 subgroups superimposed. 
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4. Create three figures of whole blood tacrolimus concentration-time profiles (one for each 
day = Day 1, Day 14, and Day 42) by treatment arm and gender only for recipients of 
female livers (four subgroups = TAC-XL females, Prograf females, TAC-XL males and 
Prograf males), with the 4 subgroups superimposed. 

5. Create three figures of whole blood tacrolimus concentration-time profiles (one for each 
day = Day 1, Day 14, and Day 42) by treatment arm and gender only for recipients of 
male livers (four subgroups  = TAC-XL females, Prograf females, TAC-XL males and 
Prograf males), with the 4 subgroups superimposed. 

AUC to Cmin correlation 

6. Create three figures comparing AUC on the y-axis to Cmin on the x-axis (one for each day 
= Day 1, Day 14, and Day 42) by treatment arm and gender for all recipients (four 
subgroups  = TAC-XL females, Prograf females, TAC-XL males and Prograf males), 
with the 4 subgroups superimposed. 

7. Create three figures comparing AUC on the y-axis to Cmin on the x-axis (one for each day 
= Day 1, Day 14, and Day 42) by treatment arm and gender only for recipients of female 
livers (four subgroups  = TAC-XL females, Prograf females, TAC-XL males and Prograf 
males), with the 4 subgroups superimposed. 

8. Create three figures comparing AUC on the y-axis to Cmin on the x-axis (one for each day 
= Day 1, Day 14, and Day 42) by treatment arm and gender only for recipients of male 
livers (four subgroups  = TAC-XL females, Prograf females, TAC-XL males and Prograf 
males), with the 4 subgroups superimposed. 

Daily doses over time (= 42 days) 

9. Create one figure of tacrolimus daily dose (mg/kg/day) over time in days showing the 
mean values with standard deviation for all recipients (four subgroups  = TAC-XL 
females, Prograf females, TAC-XL males and Prograf males),, with the 4 subgroups  on 
the same graph for ease of comparison. 

10. Create one figure of tacrolimus daily dose (mg/kg/day) over time in days showing the 
mean values with standard deviation only for recipients of female livers (four subgroups  
= TAC-XL females, Prograf females, TAC-XL males and Prograf males), with the 4 
subgroups  on the same graph for ease of comparison. 

11. Create one figure of tacrolimus daily dose (mg/kg/day) over time in days showing the 
mean values with standard deviation only for recipients of male livers (four subgroups  = 
TAC-XL females, Prograf females, TAC-XL males and Prograf males), with the 4 
subgroups  on the same graph for ease of comparison. 
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 Cmin over time (= 42 days) 

12. Create figures of tacrolimus Cmin (ng/mL) over time in days showing the mean values 
with standard deviation for all recipients (four subgroups  = TAC-XL females, Prograf 
females, TAC-XL males and Prograf males), with the 4 subgroups on the same graph for 
ease of comparison. 

13. Create figures of tacrolimus Cmin (ng/mL) over time in days showing the mean values 
with standard deviation only for recipients of female livers (four subgroups  = TAC-XL 
females, Prograf females, TAC-XL males and Prograf males), with the 4 subgroups on 
the same graph for ease of comparison. 

14. Create figures of tacrolimus Cmin (ng/mL) over time in days showing the mean values 
with standard deviation only for recipients of male livers (four subgroups  = TAC-XL 
females, Prograf females, TAC-XL males and Prograf males), with the 4 subgroups on 
the same graph for ease of comparison. 

Tacrolimus concentrations greater than 20 ng/mL 

15. Create three tables with the number and percentage of patients with at least one 
tacrolimus trough concentrations above  20 ng/mL (include patient ID numbers):   

a. during the initial 15 days,  
b. between Day 16 and Day 42, and  
c. during the entire 6 week study period by treatment and gender.  

 
16. Create a second series of tables, as above, for tacrolimus trough concentrations above 25 

ng/mL. 

 
Please use the following table format for items #15 and #16 for each specified time period. 
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FEMALES MALES  
TAC-XL 

N=17 
Prograf 
N=16 

TAC-XL 
N=49 

Prograf 
N=45 

Had at least one event [n, %]     
Events per patient [n,%] 

0 
1 
2 
3 
4 
5 

>5 

    

Total number of events      
Events for all patients 

Mean (sd) 
Median 

Min 
Max 

    

 

Safety Tables 

17. Create tables and figures using data for all patients from Study 11-01 by treatment and 
gender subgroups.  Use the following table template to present these analyses. 

FEMALES MALES  
TAC-XL 

N=17 
Prograf 
N=16 

TAC-XL 
N=49 

Prograf 
N=45 

 

Format the tables as in Study 11-03: the following table/figure numbers correspond to the 
numbering used in the Study 11-03 report. In creating these tables/figures please use the 
same criteria and methods that you utilized in creating the tables in Study 11-03.  For 
example, Table 18 (Adverse Events) it is stated that “Most frequently reported defined as 
incidence rate of at least 12% in either treatment group and those with a difference in 
incidence between FK506 and MR4 associated with p < 0.05.”  Please use the same 
criteria when creating a similar table for Study 11-01. 

a. Study 11-03 Tables 4, 5, 7, 8, 17, 18, 22, and 24 through 29.  See Appendix for the 
corresponding table titles.   
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b. Study 11-03 Figures 2, 3 and 7:  Display all 4 subgroups (TAC-XL females, Prograf 
females, TAC-XL males and Prograf males) on the same graph for ease of 
comparison. See Appendix for the corresponding figure titles.   

18. Create three new tables for each of the 5 safety categories (a. through e.) below using the 
same table template as in request #13 above.  There should be one table each for (i) all 
recipients of liver transplants, (ii) recipients of female livers, and (iii) recipients of male 
livers: 

a. All cardiac AEs  

b. All cardiac SAEs  

c. AEs related to ascites, (similar to Table 30 in the Integrated Summary of Safety in 
Liver Transplantation located in Module 5). 

d. Mean/SD/median/min/max total daily IV and oral corticosteroid doses, by time 
period  

e. Glucose Metabolism Disorders:  (similar to Table 28, but also including “composite 
NODAT and NODAT components” as found in Table 39 in the Integrated Summary 
of Safety in Liver Transplantation located in Module 5). 

19. Please create three new figures showing mean creatinine clearance over time. These 
figures should be formatted by gender and treatment, one figure each for (i) all recipients 
of liver transplants, (ii) recipients of female livers, and (iii) recipients of male livers.  The  
4 subgroups (TAC-XL females, Prograf females, TAC-XL males and Prograf males) 
should be superimposed on each figure. 
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Appendix 

 

List of Tables from Study 11-03: 

Table 4: Summary of Patient Demographics and Viral Status 

Table 5: Summary of Donor Characteristics and Donor/Recipient Mismatch  

Table 7: Tacrolimus Daily Dose (mg/kg) 

Table 8: Tacrolimus Trough Levels (ng/mL) 

Table 17: Summary of Adverse Events 

Table 18: Incidence of Most Frequently Reported Adverse Events Regardless of Relationship to 
Study Medication (defined as incidence rate of at least 12% in either treatment group and those 
with a difference in incidence between FK506 and MR4 associated with p < 0.05) 

Table 22: Incidence of Most Frequently Reported Serious Adverse Events Regardless of 
Relationship to Study Medication 

Table 24: Incidence of Most Frequently Reported Adverse Events Leading to Discontinuation, 
Regardless of Relationship to Study Medication 

Table 25: Overall Summary of Infection 

Table 26: Incidence of Infections 

Table 27: Incidence of Adverse Events of Renal Function 

Table 28: Incidence of Glucose Metabolism Disorder 

Table 29: Incidence of Neurological Adverse Events 

 

List of Figures from Study 11-03: 

Figure 2: Mean Tacrolimus Daily Dose (mg/kg) 

Figure 3: Mean Tacrolimus Trough Levels (ng/mL) by Period 

Figure 7: Median Creatinine Clearance (Cockcroft-Gault) 

 

 

Reference ID: 3264514



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

HYUN J SON
02/20/2013

Reference ID: 3264514



From: Son, Hyun
To: Spears, Glen
Cc: Son, Hyun
Subject: NDA 204096 Tac-XL: Dissolution 
Date: Thursday, February 14, 2013 2:19:00 PM

Hi Glen,
 
I have some request from our chemistry folks.
 

1. In vitro dissolution profiles of tacrolimus extended-release capsules were obtained in
pH 4.5 dissolution medium containing 20% ethanol (section 3.2.P.2.2.3.2.5). 
Additional data are needed to fully evaluate the potential for in vitro alcohol induced
dose dumping of tacrolimus extended-release capsules.  Please provide dissolution
profiles of the drug product in the physiologically relevant pH 1.2 medium with a range
of alcohol concentrations (i.e., 0 %, 5 %, 10 %, 20 %, and 40 %).

 
·         Dissolution data should be generated from 12 dosage units (n=12) at multiple

time points to obtain a complete dissolution profile.
·         The shape of the dissolution profiles should be compared to determine if the

modified release characteristics are maintained, especially in the first few
hours.

·         The f2 values assessing the similarity (or lack thereof) between the dissolution
profiles should be estimated (using 0% alcohol as the reference).

·         The report with the complete data (i.e., individual, mean, SD, comparison
plots, f2 values, etc.) collected during the evaluation of the in vitro alcohol
induced dose dumping study should be provided to FDA for review and
comments.

 
2. 

 

 
 

3. On 20-OCT-2011, the EMA reported that Advagraf 0.5 mg capsules batches were
recalled following the observation that, “during the first 1.5 hours of dissolution testing,
an average of  of the tacrolimus in the capsules was released.  This was above the
permitted range of   Please describe the root cause of the out-of-
specification results, and describe any changes implemented as a result.

 

Reference ID: 3263414
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We would like a response to #3 along with timelines for completing #1 and #2 in one week.
 
Thanks
Hyun
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From: Son, Hyun
To: "Spears, Glen"
Subject: NDA 204096 Tac XL: information request
Date: Wednesday, February 06, 2013 4:45:00 PM

Hi Glen,
Here is another information request from our review team.
Please submit these as soon as possible (expedite please).
 
In reviewing the reported mean total daily corticosteroid doses (by time period) for the three
treatment arms of Study 02-0-158 (as summarized in Table 13.3.3 of the clinical study
report), we noted that in the MEDS.xpt dataset, there are multiple dose entries for the same
time period for some patients (e.g., Patient 01161001). Please submit the .xpt analysis
datasets that would allow us to calculate the intravenous methylprednisolone and oral
prednisone doses administered by time period in Studies 02-0-158, 12-03, PMR-EC-1210, as
well as Studies 11-03 and 11-01.
 
 
Thanks
Hyun
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Site # (Name,Address, Phone
number, email, fax#)

Protocol
ID

Number
of

Subjects
Indication

CZ002
Trunecka, Pavel
IKEM,Dept of
Hepatogastroenterology,Videnska
1958/9
Praha 4,  140 21
EZ Eastern Europe
phone:420 2 6136 2620
fax:
email:

FG-
506E-
11-03

42

A phase III, 1:1 randomized,
double blind study to
evaluate and compare the
efficacy and safety of MR4
(extended release
tacrolimus) vs. FK506
(immediate release
tacrolimus) in combination
with steroids in patients
undergoing primary liver
transplantation

FG-
506E-
12-03

5

A phase III, 1:1 randomized,
double blind study to
evaluate and compare the
efficacy and safety of MR4
(extended release
tacrolimus) vs. FK506
(immediate release
tacrolimus) in combination
with mycophenolate mofetil
(MMF) and steroids in
patients undergoing kidney
transplantation

DE052
Kraemer, Bernhard
Klinik und Poliklinik fuer Innere
Medizin II - Nephrologie,Franz-
Josef-Strauß-Allee 11
Regensburg,  93042
GM Western Europe
phone:49 941 944-7301
fax:
email:

FG-
506E-
12-03

34

A phase III, 1:1 randomized,
double blind study to
evaluate and compare the
efficacy and safety of MR4
(extended release
tacrolimus) vs. FK506
(immediate release
tacrolimus) in combination
with mycophenolate mofetil
(MMF) and steroids in
patients undergoing kidney
transplantation
A phase III, 1:1 randomized,

From: Son, Hyun
To: "Spears, Glen"
Subject: NDA 204096 tacrolimus XL: Request for subject level data listings by site
Date: Monday, February 04, 2013 3:35:00 PM
Importance: High

Hi Glen,
 
Please provide Subject Level Data Listings by Site (as described below) for the following
clinical investigators listed:
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SE002
BAckman, Lars
SU/Sahlgrenska University
Hospital,Dept of Transplantation
and Liversurgery
Gothenburg,  41345
SW Western Europe
phone:46 313421000
fax:
email:

FG-
506E-
11-03

7

double blind study to
evaluate and compare the
efficacy and safety of MR4
(extended release
tacrolimus) vs. FK506
(immediate release
tacrolimus) in combination
with steroids in patients
undergoing primary liver
transplantation

FG-
506E-
12-03

22

A phase III, 1:1 randomized,
double blind study to
evaluate and compare the
efficacy and safety of MR4
(extended release
tacrolimus) vs. FK506
(immediate release
tacrolimus) in combination
with mycophenolate mofetil
(MMF) and steroids in
patients undergoing kidney
transplantation

1093
Yang, Harold
Pinnacle Health at Harrisburg,205
South Front Street,Brady 8
Harrisburg, PA 17105-8700
US United States
phone:717-231-8810/717-576-
7070 (m)
fax:717-231-8443
email:hyang@pinnaclehealth.org

02-0-158 36

A phase III, randomized,
open-label, multi-center
study to assess the safety
and efficacy of Prograf®
(immediate release
tacrolimus)/mycophenolate
mofetil (MMF), MR4
(extended release
tacrolimus)/MMF, and
Neoral®
(cyclosporine)/MMF in de
novo kidney transplant
recipients

1020
Silva, Jr, Helio Tedesco
Hospital do Rim E Hipertensa
Fundacao,Oswaldo Ramos,Rua
Borges Lagoa, 960, 11o. andar
Villa Clementino
São Paulo, SP 04038-002
BR Latin America
phone:55-11-5087-8113
fax:55-11-5087-8145
email:heliotedesco@hrim.com.br

02-0-158 42

A phase III, randomized,
open-label, multi-center
study to assess the safety
and efficacy of Prograf®
(immediate release
tacrolimus)/mycophenolate
mofetil (MMF), MR4
(extended release
tacrolimus)/MMF, and
Neoral®
(cyclosporine)/MMF in de
novo kidney transplant
recipients

 
 

Reference ID: 3255361



 
 
 
 
 
 
 
Please provide site-specific individual subject data (“line”) listings for each investigator listed
above. The data listings should contain:
 

Listing for each subject/number screened and reason for subjects who did not meet
eligibility requirements

 
Subject listing for treatment assignment (randomization)

 
Subject listing of drop-outs and subjects that discontinued with date and reason

 
Evaluable subjects/ non-evaluable subjects and reason not evaluable

 
By subject listing of eligibility determination (i.e., inclusion and exclusion criteria)

 
By subject listing, of AEs, SAEs, deaths and dates

 
By subject listing of protocol violations and/or deviations reported in the NDA,
description of the deviation/violation

 
By subject listing of the primary efficacy parameters. 

 
By subject listing of concomitant medications (as appropriate to the pivotal clinical
trials)

 
By subject listing, of laboratory tests performed for safety monitoring

 
 
Please submit this information as soon as possible.
 
Thanks
Hyun
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From: Son, Hyun
To: Spears, Glen
Subject: NDA 204096 tacrolimus extended-release: medication errors
Date: Friday, February 01, 2013 5:11:00 PM

Hi Glen,
                                                                                                                                                                             
We have additional requests from our DMEPA team.
 

1. All PSUR's with cases written in English for all time periods since the launch of the product
through the latest produced PSUR. Please provide this information in an Excel Spreadsheet with
the country of origin available as a column along with all other information. Please also provide a
high-level overview/summary of the cases contained in each PSUR with regard to medication
errors.

 
2. All versions of the labels for the product, from first launch through present. Please present in a

tabular format, per product, in color.
 

3. All packaging configurations for the product from first launch through present. Please provide
color pictures with labeling if possible.

 
4. All risk mitigation efforts that surround the product worldwide. Please describe each program, its

respective elements, and the date of implementation. Please also note if the mitigation efforts were
in place at the time of the launch of the product in the respective country or if the mitigation efforts
were put into place after launch of the product.

 
5. All medication errors seen in the clinical trials which support the current submission to the

Agency. Please provide in an Excel Spreadsheet.
 

We are asking if you could provide this information as soon as possible.
 
Thanks
Have a great weekend.
 
Hyun
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Antimicrobial Products 

  
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: January 28, 2013   

To: Glen Spears, Ph.D.   From: Hyun Son, Pharm.D. 

Company: Astellas Pharma US    Division of Transplant and 
Ophthalmology Products 

Fax number: Email   Fax number: 301-796-9881 

Phone number: 224-205-5935   Phone number: 301-796-1939 

Subject: NDA 204096 tacrolimus extended-release: AC backgrounder outline 

Total no. of pages including cover: 10 

 

 

Document to be mailed:   YES   NO 

 
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-
1600.  Thank you. 
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NDA 204096 
Original 1 and 2 
Page 1 
 

 

 
 
Dear Dr. Spears: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for tacrolimus extended-release capsules. 

 
We received your email communication dated January 25, 2013 consisting of a draft outline of 
the Astellas Executive Summary that reflects the outline of the entire backgrounder for the April 
16, 2013 advisory committee meeting. Attached is DTOP’s draft outline for the backgrounder in 
preparation of our teleconference on January 30, 2013. 

 
We are providing the above information by email for your convenience.  Contact me at  
301-796-1939 if you have any questions regarding the contents of this transmission.  Thank you. 
 
Hyun Son, Pharm.D. 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Antimicrobial Products 

  
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: January 25, 2013   

To: Glen Spears, Ph.D.   From: Hyun Son, Pharm.D. 

Company: Astellas Pharma US    Division of Transplant and 
Ophthalmology Products 

Fax number: Email   Fax number: 301-796-9881 

Phone number: 224-205-5935   Phone number: 301-796-1939 

Subject: NDA 204096 tacrolimus extended-release: request for information Study 158 

Total no. of pages including cover: 3 

 

 

Document to be mailed:   YES   NO 

 

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-
1600.  Thank you. 
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Original 1 (Kidney) 
Page 1 
 

 

 
 
Dear Dr. Spears: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for tacrolimus extended-release capsules. 
 
We are reviewing your submission and have the following comments and information requests.   
 
Regarding the DOSE.xpt analysis dataset of Study 02-0-158: 
 

1.   We note that only 153/221 (69%) TAC-XL and 163/274 (59%) Prograf patients included 
in the dataset have data for tacrolimus total daily dose on Day 1 and/or Day 0. Please 
explain how you arrived at the actual mean dose on day 1 for TAC-XL and Prograf, as 
described in Section 4.1 of Module 2.7.3 Summary of Clinical Efficacy in Kidney 
Transplant Patients. If possible, submit a revised dataset that provides the missing start 
dates/days and stop dates/days for each tacrolimus dose entry in the dataset. 

 
2. We note that the stop dates/days for each MMF dose entry in the same dataset were not 

provided. Please explain how you arrived at the mean MMF dose for each treatment arm, 
as shown in Table 12.2.1.3.1 of the Study 02-0-158 clinical study report. If possible, 
revise the dataset to include the stop dates/days and add a column for “duration” (defined 
as stop day minus start day) for each MMF dose entry. 

 
 

We are providing the above information by email for your convenience.  Contact me at  
301-796-1939 if you have any questions regarding the contents of this transmission.  Thank you. 
 
Hyun Son, Pharm.D. 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Antimicrobial Products 

  
 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: January 18, 2013   

To: Glen Spears, Ph.D.   From: Hyun Son, Pharm.D. 

Company: Astellas Pharma US    Division of Transplant and 
Ophthalmology Products 

Fax number: Email   Fax number: 301-796-9881 

Phone number: 224-205-5935   Phone number: 301-796-1939 

Subject: NDA 204096 tacrolimus extended-release: response to questions regarding AC 

Total no. of pages including cover: 7 

 

 

Document to be mailed:   YES   NO 

 
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-
1600.  Thank you. 
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NDA 204096 
Original 1 & 2 
Page 1 
 
Dear Dr. Spears: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for tacrolimus extended-release capsules. 
 
We also refer to your email communication dated January 14, 2013 which consisted of questions 
regarding the scheduled advisory committee (AC) meeting on April 16, 2013.  We have provided 
comments to the questions below. Your questions are in bold font and our responses are in 
normal font.  
 
1. 

 

 
2. 
 

 

 
3. 
 

 
4. 
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5. 

 

 
6. 

 

 
7. 

 

 
8. 

 

 
9. 
 

 
10.
 

 
11.

 

 
Please see a very rough draft of the AC agenda attached. 
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Page 3 
 
We are providing the above information by email for your convenience.  Contact me at  
301-796-1939 if you have any questions regarding the contents of this transmission.  Thank you. 
 
Hyun Son, Pharm.D.,  
Safety Regulatory Project Manager 
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FOOD AND DRUG ADMINISTRATION (FDA) 
Center for Drug Evaluation and Research (CDER) 

Meeting of the Gastrointestinal Drugs Advisory Committee (GIDAC) 
 

FDA White Oak Campus, Building 31, the Great Room, White Oak Conference Center  
(Rm. 1503), Silver Spring, MD 

April 16, 2013 
 

AGENDA 

Page 1 of 2 
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FOOD AND DRUG ADMINISTRATION (FDA) 
Center for Drug Evaluation and Research (CDER) 

Meeting of the Gastrointestinal Drugs Advisory Committee (GIDAC) 
 

FDA White Oak Campus, Building 31, the Great Room, White Oak Conference Center  
(Rm. 1503), Silver Spring, MD 

April 16, 2013 
 

 AGENDA (cont.) 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 

 

 

 Food and Drug Administration 

Silver Spring  MD  20993 
 

 

 
NDA 204096/Original 1 
NDA 204096/Original 2  
 
 ADVICE 
 
Astellas Pharma US, Inc. 
Attention:  Glen Spears, Ph.D. 
 Associate Director, Regulatory Affairs 
1 Astellas Way 
Northbrook, IL  60062 
 
 
Dear Dr. Spears: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for tacrolimus extended-release capsules, 0.5 mg, 1 mg, and 5 
mg. 
 
NDA 204096 provides for the use of tacrolimus extended-release capsules for the following 
indications which, for administrative purposes, we have designated as follows: 
 

• NDA 204096/Original 1 - Prophylaxis of organ rejection in adult patients receiving 
kidney transplants. 
 

• NDA 204096/Original 2 - Prophylaxis of organ rejection in adult male patients receiving 
liver transplants. 

 
All future submissions to your NDA should specify the NDA number and all Original number(s) 
to which each submission pertains. 
 
If you have any questions, call me, at (301) 796-1939. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
 
Hyun Son, Pharm.D. 
Safety Regulatory Project Manager 
Division of Transplant and Ophthalmology 
Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 

 

 

 Food and Drug Administration 

Silver Spring  MD  20993 
 

 

NDA 204096 
 

FILING COMMUNICATION 
 
Astellas Pharma US, Inc. 
Attention:  Glen Spears, Ph.D. 
 Associate Director, Regulatory Affairs 
1 Astellas Way 
Northbrook, IL  60062 
 
 
Dear Dr. Spears: 
 
Please refer to your New Drug Application (NDA) dated September 20, 2012, received 
September 21, 2012, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic 
Act, for tacrolimus extended-release capsules. 
 
We also refer to your amendments dated October 2, 2012, October 26, 2012, November 15, 
2012, and November 20, 2012. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard. Therefore, the user fee goal date is July 21, 2013.   
 
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, 2013.  
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
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We request that you submit the following information: 
 

1. Please provide a pdf file with a table which lists primary system organ class (SOC) term, 
MedDRA preferred term, and the specific adverse event(s), as reported by the 
investigator,  mapped to the SOC/preferred term. Below is a portion of what such a table 
would look like with a mock example included. 

Primary System Organ 
Class 

MedDRA Preferred 
Term 

Reported Adverse Event 

Renal impairment renal dysfunction 

decreased renal function 

worsening renal function 

progressive renal deterioration 

Renal and Urinary 
Disorders 

… … 
 
2. 

3. Please submit a summary of the observed tacrolimus Cmin ranges in the PMR-EC-1210 
(OSAKA) trial in de novo kidney transplant recipients, similar to those submitted for 
Studies 02-0-158 and FG-506E-12-03, as summarized in Table 30 of the Clinical 
Efficacy Summary document, or direct us to the location of the information in the NDA 
submission. 

 
4. We note that in the PK substudies of Phase 3 trials for tacrolimus extended-release 

capsules you have excluded female transplant patients taking hormonal contraceptives. 
We also note that the European labeling section entitled “Effect of Tacrolimus on the 
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Metabolism of Other Medicinal Products” mentions about the potential of tacrolimus to 
increase exposures to steroid-based contraceptives and phenytoin. In light of these 
potential drug-drug interactions, please provide literature regarding the potential for 
tacrolimus to interact with drugs that are also CYP3A substrates.  See also #6 in Labeling 
below. 

 
The following is being provided for your information: 
 

5. Although we do not require that datasets be in a CDISC standardized form at this time, 
we do expect that analysis datasets will be formatted taking our guidances into 
consideration (see our guidance page at 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirement
s/ElectronicSubmissions/ucm248635.htm).  You have submitted datasets that do not 
conform to some basic parameters described in our guidances. For example, you have not 
included a unique subject ID on each dataset and the dataset with the primary efficacy 
data is not clearly labeled. You have provided a define file for each dataset but links 
within the define file do not provide information specific only for the study, making the 
file more cumbersome to use.  For this application, we are not requesting that you fix 
these problems but wish to advise you that as we move closer to accepting only 
standardized datasets that these types of issues are more likely to result in a request for a 
new submission.  

 
LABELING 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 
Highlights (HL) General Format 

1. White space must be present before each major heading in HL. 
2. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end 

of HL.   
 
Contents: Table of Contents (TOC) 

3. The section headings and subheadings (including title of the Boxed Warning) in the TOC 
must match the headings and subheadings in the FPI. 

4. The same title for the Boxed Warning that appears in the HL and FPI must also appear at 
the beginning of the TOC in UPPER-CASE letters and bolded. 
 

Boxed Warning 
5. All text must be bolded. 
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Drug Interactions 
6. Include a subsection describing the potential for tacrolimus to interact with other drugs 

that are also CYP3A4 substrates (see also #4 in information requests above). 
 

Patient Counseling Information 
7. Must reference any FDA-approved patient labeling, include the type of patient labeling, 

and use one of the following statements at the beginning of Section 17: 
• “See FDA-approved patient labeling (Medication Guide)” 

 
We request that you resubmit labeling that addresses these issues by January 14, 2013.  The 
resubmitted labeling will be used for further labeling discussions. 
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
We acknowledge your request for a waiver of the requirement that the Highlights of Prescribing 
Information be limited to no more than one-half page.  We will consider your request during 
labeling discussions.   
 
PROMOTIONAL MATERIAL 
 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), and Medication Guide.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to: 
 

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

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and Medication Guide, and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
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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(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a partial waiver of pediatric studies in kidney 
transplant patients 0 to < 5 years and in pediatric liver transplant patients 0 to < 5 years for this 
application.  Once we have reviewed your request, we will notify you if the partial waiver 
request is denied. 
 
We acknowledge receipt of your request for a partial deferral of pediatric studies in pediatric 
kidney transplant patients 5 to 16 years for this application.  Once we have reviewed your 
request, we will notify you if the partial deferral request is denied. 
 
If you have any questions, call Hyun Son, Pharm.D., Safety Regulatory Project Manager, at 
(301) 796-1939. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Renata Albrecht, M.D. 
Director 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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PROPRIETARY NAME REQUEST  
 UNACCEPTABLE  

Astellas Pharma US, Inc. 
1 Astellas Way 
Northbrook, IL 60062 
 
 
 
ATTENTION:  Glen W. Spears, PhD 
   Associate Director, Regulatory Affairs 
 
Dear Dr. Spears: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act and your New Drug Application (NDA) dated 
September 20, 2012 and received, September 21, 2012, submitted under section 505(b)(1) of the 
Federal Food, Drug, and Cosmetic Act for Tacrolimus Extended-release Capsules, 0.5 mg,  
1 mg, and 5 mg. 
 
We also refer to: 
 

• Your May 22, 2012, correspondence, received May 23, 2012, requesting review of 
your proposed proprietary name, Advagraf, under the IND; and 

 
• Your correspondence, dated and received, October 26, 2012, requesting review of 

your proposed proprietary name, Advagraf, under the NDA. 
 

We have completed our review of the proposed proprietary name, Advagraf, and have concluded 
that the name is unacceptable for the following reasons: 
 

1. The data provided in support of the proposed proprietary name did not persuade the Agency 
to change their opinion about the misleading nature of the proprietary name. You state that 
“although Advagraf and “advantage” both start with the same four letters, the pronunciation 
of each is clearly differentiated (AD-va-graf versus ad-VAN-tage) with the accent on the 
first syllable for Advagraf and on the second syllable for advantage.  However, you did not 
provide data that demonstrates people will not associate “Advagraf” with “advantage”.   
Additionally, you provided examples of other marketed drugs that begin with the 3-letter 
triad “Adv”: Advair, Advicor, and Advil”.  However, the concern stems from the four-letter 
prefix “Adva”, which in the Agency’s opinion, evokes “advantage”, not the three-letter 
prefix “Adv”.  DMEPA notes the name Advair contains the four-letter prefix “Adva”, 
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however, when the proprietary name Advair was first approved in August 2000, the Office 
of Prescription Drug Promotion (OPDP) did not review the name.  
 
Therefore the Agency maintains the promotional objection to the proposed proprietary 
name "Advagraf" because it overstates the efficacy of the drug product and it implies 
superiority.  The prefix "Adva" in the proposed proprietary name evokes the word 
"advantage," which is defined as "the quality or state of being superior: a more favorable or 
improved position or condition" ((http://unabridged.merriam-webster.com/cgi-
bin/unabridged accessed 5/31/12).  Thus, the proposed proprietary name misleadingly 
suggests that this extended-release tacrolimus product has an "advantage" and is somehow 
superior to other drugs approved for the same indication(s), including other tacrolimus 
products, such as Prograf.   
 
Please note that the Federal Food Drug and Cosmetic Act provides that labeling or 
advertising can misbrand a product if misleading representations are made, whether through 
a proposed proprietary name or otherwise; this includes suggestions that a drug is better, 
more effective, useful in a broader range of conditions or patients, safer, has fewer, or lower 
incidence of, or less serious side effects or contraindications than has been demonstrated by 
substantial evidence or substantial clinical experience [21 U.S.C. 321(n); see also 21 U.S.C. 
352(a) & (n); 21 CFR 202.1(e)(5)(i);(e)(6)(i)]. 

 
2. We acknowledge that the Division of Transplant and Ophthalmology Products (DTOP) 

previously requested you use the name Advagraf as the proprietary name for tacrolimus 
extended-release capsules to harmonize the name for this product internationally and to help 
reduce confusion and accidental interchange of the medications (Advagraf and Prograf).  At 
that time, Advagraf was the only proprietary name approved anywhere in the world for this 
product.  You cited 13 out of 34 tacrolimus once-daily abstracts presented at the American 
Transplant Congress (ATC) reference the once-daily tacrolimus as Advagraf, to 
demonstrate the product is known globally as Advagraf.  However, 21 (or the majority of 
these abstracts) make no reference to the name Advagraf.  Moreover, it is unclear as to how 
the use of the name Advagraf in some of the published literature will help to reduce the risk 
of additional medication errors.  Furthermore, since receiving approval of Advagraf in 
Europe in 2007, tacrolimus extended-release capsules have also been approved in many 
other countries under several different proprietary names.  Therefore, global harmonization 
is impossible.   
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3. Based on the information provided in your submission, the mix-ups between Advagraf and 

Prograf are primarily due to confusion between the different formulations and dosing 
regimens.  Because Advagraf and the currently marketed Prograf products are dosed with a 
different frequency of administration and inadvertent substitution could lead to significant 
safety issues, we recommend a modifier be appended to the proprietary name that highlights 
the extended release properties of the proposed product. Therefore, we recommend you 
submit a new unique proprietary name (not Advagraf or Prograf) with a modifier, such as 
‘Proprietary name XL’, to further reduce the potential for confusion with the immediate-
release tacrolimus products.   

 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Karen Townsend, Safety Regulatory Project Manager 
in the Office of Surveillance and Epidemiology, at (301) 796-5413.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Hyun Son at (301) 796-1939.   
 

Sincerely, 
 
{See appended electronic signature page} 
    
Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Memorandum 
 
Date:  November 2, 2012 
 
To:  Karen Townsend, Pharm.D. 
  Safety Regulatory Project Manager 
  Division of Medication Error Prevention & Analysis (DMEPA) 
 
Through: Bryant Godfrey, JD, MHA 

Senior Lead Regulatory Counsel 
Office of Prescription Drug Promotion (OPDP) 

   
  Marci Kiester, PharmD 
  Associate Director 
  OPDP 
 
  Melinda McLawhorn, PharmD, BCPS 
  Regulatory Review Officer 
  OPDP 
 
  Amie O’Donoghue, PhD 
  Social Science Analyst 
  OPDP 
 

Quynh-Van Tran, PharmD 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP) 
 
From: Jessica N. Cleck Derenick, PhD 
 Regulatory Review Officer  
 OPDP 
  
Subject: Proprietary Name Rebuttal Response 

NDA 204096; Advagraf (tacrolimus) extended-release capsules 
  Astellas 
 
 

****Pre-decisional Agency Information**** 
 
The Office of Prescription Drug Promotion (OPDP) reviewed the proposed 
proprietary name, “Advagraf,” on April 5, 2007, October 4, 2007, and, most 
recently, May 31, 2012, and did not recommend the use of the name from a 
promotional perspective.   

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
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Specifically, the May 31, 2012, objection stated: 

 
OPDP objects to the proposed proprietary name "Advagraf" because it 
overstates the efficacy of the drug product and it implies superiority.  The 
prefix "Adva" in the proposed trade name evokes the word "advantage," 
which is defined as "the quality or state of being superior: a more 
favorable or improved position or condition" ((http://unabridged.merriam-
webster.com/cgi-bin/unabridged accessed 5/31/12).  Therefore, the 
proposed trade name misleadingly suggests that this extended-release 
tacrolimus product has an "advantage" and is somehow superior to other 
drugs approved for the same indication(s), including other tacrolimus 
products, such as Prograf.  Without substantial evidence to support that 
this extended-release tacrolimus product is safer or more effective than 
other drugs approved for the same indication(s), including other tacrolimus 
products, the proposed proprietary name is misleading. 
 
Please note that the Federal Food Drug and Cosmetic Act provides that 
labeling or advertising can misbrand a product if misleading 
representations are made, whether through a proposed proprietary name 
or otherwise; this includes suggestions that a drug is better, more 
effective, useful in a broader range of conditions or patients, safer, has 
fewer, or lower incidence of, or less serious side effects or 
contraindications than has been demonstrated by substantial evidence or 
substantial clinical experience. [21 U.S.C. 321(n); see also 21 U.S.C. 
352(a) & (n); 21 CFR 202.1(e)(5)(i);(e)(6)(i)]. 

 
On Wednesday, September 12, 2012, a teleconference was held between FDA, 
which included representatives from DMEPA, OPDP, and the Division of 
Transplant and Ophthalmological Products (DTOP), and Astellas to discuss 
Astellas’ request for a proprietary name review for the proposed proprietary 
name, “Advagraf.”  During this teleconference, OPDP communicated our 
promotional concerns with “Advagraf” to the sponsor and DMEPA asked the 
sponsor to explain the role “Advagraf” plays in preventing medication errors.  
Following the teleconference, Astellas stated that they would be submitting a 
formal response to FDA regarding the concerns discussed during the September 
12, 2012, teleconference.   
 
OPDP has reviewed the rebuttal submitted by Astellas on October 2, 2012, and 
offers the following comments.  
 
Review 
 
Based on our review, OPDP continues to maintain our objection to the proposed 
trade name “Advagraf” for the reasons noted in our April 5, 2007, October 4, 
2007, and May 31, 2012, responses.  Specifically, OPDP objects to the proposed 
proprietary name “Advagraf” because it overstates the efficacy of the drug 
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product and implies superiority to other drugs approved for the same indication, 
including other tacrolimus products (e.g. Prograf). 
 
OPDP seeks to reiterate our objection to the proposed trade name “Advagraf” as 
misleading.  As discussed in our April 5, 2007, October 4, 2007, and May 31, 
2012, EPD responses, the prefix “Adva” in the proposed proprietary name 
evokes the word “advantage”.  Definitions for “advantage” per the Merriam-
Webster Unabridged Online Dictionary (http://unabridged.merriam-
webster.com/cgi-bin/unabridged; accessed October 31, 2012) include the 
following: 
 

• The quality of state of being superior : a more favorable or improved 
position or condition (n) 

• Benefit, profit, or gain of any kind (n) 
 
Astella is seeking approval for tacrolimus extended-release capsules for 
prophylaxis of organ rejection in patients receiving allogeneic kidney 
transplantation and in male patients receiving allogeneic liver transplantation.  
Currently, there are a number of other FDA-approved drug products with the 
same indication(s), including Prograf (tacrolimus) capsules.  Either of the above 
definitions creates a representation that tacrolimus extended-release capsules 
has an “advantage,” and is therefore, superior to other drugs approved for the 
same indication(s).   
 
We note that Astella states that “although Advagraf and ‘advantage’ both start 
with the same four letters, the pronunciation of each is clearly differentiated (AD-
va-graf versus ad-VAN-tage) . . .”  OPDP has reviewed the information provided 
in the rebuttal, and in the absence of behavioral data that shows that people will 
not associate “Advagraf” with “advantage”, we are not persuaded.  Furthermore, 
Astellus has provided examples of FDA-approved drugs which include the  
“ADV-” prefix, such as Advair, Advicor, and Advil; however, as indicated above, 
OPDP’s concern stems from the four-letter prefix “Adva,” which, in our opinion, 
evokes “advantage,” not the three-letter prefix “Adv”.   
 
We also note that Astellas states that “none of the claims for Advagraf are 
superiority claims; the only claims are non-inferiority claims to current therapies.”  
OPDP has reviewed the information provided in the rebuttal, and given the 
definition of “advantage” and the lack of behavioral data to suggest that 
consumers will not associate “Advagraft” with “advantage,” we are not 
persuaded. 
 
Lastly, OPDP acknowledges that Astellas selected “Advagraf” to harmonize the 
name internationally and reduce confusion and accidental interchange of 
immediate-release and extended-release tacrolimus.  We agree that safety is an 
important consideration in the proprietary name evaluation process; however, 
OPDP primarily reviews proposed proprietary names from a promotional 
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perspective.  Please note that the Federal Food Drug and Cosmetic Act provides 
that labeling or advertising can misbrand a product if misleading representations 
are made, whether through a proposed proprietary name or otherwise; this 
includes suggestions that a drug is better, more effective, useful in a broader 
range of conditions or patients, safer, has fewer, or lower incidence of, or less 
serious side effects or contraindications than has been demonstrated by 
substantial evidence or substantial clinical experience. [21 U.S.C. 321(n); see 
also 21 U.S.C. 352(a) & (n); 21 CFR 202.1(e)(5)(i);(e)(6)(i)]. 
 
For the reasons described in detail above, OPDP maintains our objection to the 
proposed proprietary name “Advagraf” because it overstates the efficacy of the 
drug product and misleadingly implies superiority over other drug products with 
the same indication(s). 
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NDA ACKNOWLEDGMENT 
 
Astellas Pharma US, Inc. 
Attention:  Glen Spears, Ph.D. 
 Associate Director, Regulatory Affairs 
1 Astellas Way 
Northbrook, IL  60062 
 
 
Dear Dr. Spears: 
 
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: Advagraf (tacrolimus extended-release) Capsules 
 
Date of Application: September 20, 2012 
 
Date of Receipt: September 21, 2012 
 
Our Reference Number:  NDA 204096 
 
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 20, 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). 
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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 Transplant and Ophthalmology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
If you have any questions, call me, at (301) 796-1600. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Hyun J. Son, Pharm.D. 
Safety Regulatory Project Manager 
Division of Transplant and Ophthalmology 

Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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