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NDA # 203696     SUPPL #          HFD # 580 

Trade Name   LUPANETA PACK 
 
Generic Name   (leuprolide acetate for depot suspension; norethindrone acetate tablets) 
     
Applicant Name   Abbott Endocrine, Inc.       
 
Approval Date, If Known   12-14-2012       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

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

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

    YES  NO  
 

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

 
      

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
      

 
 
 
d)  Did the applicant request exclusivity? 
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   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

      
 

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

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

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

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

 
      
NDA#             
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NDA#             

NDA#             

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

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

   

  

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

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

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

   YES  NO  
 

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

 
      

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

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

  
     YES  NO  

 
     If yes, explain:                                      

                                                              
 

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

   
   YES  NO  

 
     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: 

 
 

Page 4 
Reference ID: 3231416



 

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

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

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

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

 

 

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

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  

 
 
 
 

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 
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that are not "new"): 
 

       
 
 
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   ! 
     ! 

    YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

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

 
 
 
 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  

                 
  
 Investigation #2   ! 

! 
YES        !  NO     
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Explain:    !  Explain:  
              
         
 

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

 
  YES  NO  

 
If yes, explain:   

      
================================================================= 
                                                       
Name of person completing form:  Kim Shiley                      
Title:  Regulatory Health Project Manager 
Date:  December 10, 2012 
                                                     
Name of Office/Division Director signing form:  Audrey Gassman, M.D. 
Title:  Deputy Director 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 203696 INFORMATION REQUEST 
____________________________________________ 
From: Shiley, Kimberly  
Sent: Tuesday, November 06, 2012 1:58 PM 
To: 'Koev, Gennadiy' 
Cc: Kober, Margaret 
Subject: RE: NDA 203696, information request 
 
Hi again Gennadiy, 
 
Lupaneta Pack should be reserved for instances in which you refer to the entire kit, including both 
components.  If only talking about the leuprolide acetate component, refer to it as leuprolide acetate for 
depot suspension. 
 
As far as Q1:   
Please advise us on whether we can continue to use the name  on the syringe and the container labels 
of the Lupron component of the kit, or if the labels on the syringe and the clamshell should be revised: 
We would like to get back to you on this after some internal discussion. 
 
Also, should the tradename Lupaneta Pack be prominently displayed on the norethindrone acetate container label, 
preceding the established name? 
The answer is no, Lupaneta Pack should appear only on the carton labeling that contains both 
components.  The Norethindrone container label should say Norethindrone. 
 
Does this mean that this tradename is acceptable to the Agency, and should we update the USPI replacing 
TRADENAME with LUPANETA PACK? 
The name is acceptable but please do not submit anything new prior to 11/15; we will have revised labeling 
to you by then.  Insert the tradename when you respond to our labeling revisions and comments. 
 
Kim Shiley, RN, BSN, BSBA  
Regulatory Health Project Manager 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Silver Spring, MD 20993 
Bldg 22, Room 5377 
office:  301-796-2117  
fax:  301-796-9897 
kimberly.shiley@fda.hhs.gov  

 
From: Koev, Gennadiy [mailto:gennadiy.koev@abbott.com]  
Sent: Monday, November 05, 2012 4:44 PM 
To: Shiley, Kimberly 
Subject: RE: NDA 203696, information request 
 
Dear Kim, 
 
We have started to address Agency's comments you provided to me last Friday.  Based on the General Advice 
document you attached, I have two questions regarding the names of the copack and the individual components: 

Reference ID: 3213359
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1.  In the previous comments on our proposed USPI, the Agency requested that we replace any reference to  

 as a component of the kit to "leuprolide acetate for depot suspension" (established name).  We then assumed 
that this would also apply to our package labeling.  However, in sections A.a. of the General Advice document 
(bottom of page 1 and top of page 2) and section B.2. (middle of page2), the Agency still refers to the Lupron 
component of the kit by ."  Please advise us on whether we can continue to use the 
name  on the syringe and the container labels of the Lupron component of the kit, or if the labels on 
the syringe and the clamshell should be revised: 
 
Lupron Depot 
(leuprolide acetate for depot suspension) 
3.75 mg (or 11.25 mg) 
For 1-month (or 3-month) administration 
For intramuscular injection 
 
OR 
 
Lupaneta Pack 
(leuprolide acetate for depot suspension) 
3.75 mg (or 11.25 mg) 
For 1-month (or 3-month) administration 
For intramuscular injection 
 
Also, should the tradename Lupaneta Pack be prominently displayed on the norethindrone acetate container label, 
preceding the established name? 
 
2.  In your e-mail and the General Advice document references are made to the Proposed tradename "Lupaneta 
Pack."  Does this mean that this tradename is acceptable to the Agency, and should we update the USPI replacing 
TRADENAME with LUPANETA PACK? 
 
Please let me know if you need me to further clarify my questions. 
 
Thank you very much! 
 
Regards, 
 
Gennadiy 
 
 

 
Gennadiy Koev, Ph. D. 
Manager 
Regulatory Affairs PPG 
Area & Affiliate Strategy 

Abbott 
200 Abbott Park Road 
Dept: PA77 Bldg: AP30-1E 
Abbott Park, IL 60064 

Office 847-936-6147 
Mobile  
gennadiy.koev@abbott.com 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 203696 
 

PROPRIETARY NAME REQUEST  
WITHDRAWN 

   
Abbott Endocrine Inc. 
200 Abbott Park Road 
Dept PA77/Bldg. AP30-1  
Abbott Park, Illinois 60064-6157 
 
ATTENTION:  Gennadiy Koev, Ph.D.  

Manager, RA-PPG 
 
Dear Dr. Koev: 
 
Please refer to your New Drug Application (NDA) dated February 15, 2012, received  
February 15, 2012, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act 
for Leuprolide Acetate for Depot Suspension and Norethindrone Acetate Tablets Co-packaged kits, 
3.75 mg/5 mg and 11.25 mg/5 mg. 
 
We acknowledge receipt of your correspondence, dated and received October 02, 2012, notifying 
us that you are withdrawing your July 10, 2012, request for a review of the proposed proprietary 
name .  This proposed proprietary name request is considered withdrawn as of 
October 02, 2012.   
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Marcus Cato, Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-3903. For any other information regarding this 
application, contact the Office of New Drugs (OND) Regulatory Project Manager, Kim Shiley at 
(301)796-2117. 
 

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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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 203696 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Abbott Endocrine Inc. 
200 Abbott Park Road 
Dept PA77/Bldg. AP30-1  
Abbott Park, Illinois 60064-6157 
 
ATTENTION:  Gennadiy Koev, Ph.D.  

Manager, RA-PPG 
 
Dear Dr. Koev: 
 
Please refer to your New Drug Application (NDA) dated February 15, 2012, received  
February 15, 2012, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic 
Act for Leuprolide Acetate for Depot Suspension and Norethindrone Acetate Tablets Co-
packaged kits, 3.75 mg/5 mg and 11.25 mg/5 mg. 
 
We also refer to your correspondence, dated and received October 02, 2012, requesting review of 
your proposed proprietary name, Lupaneta Pack.  We have completed our review of the proposed 
proprietary name, Lupaneta Pack and have concluded that it is acceptable.  
 
We have completed our review of the proposed proprietary name, Lupaneta Pack, and have 
concluded that it is acceptable.  
 
The proposed proprietary name, Lupaneta Pack, will be re-reviewed 90 days prior to the approval 
of the NDA.  If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your October 02, 2012, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Marcus Cato, Regulatory Project Manager in the Office 
of Surveillance and Epidemiology, at (301) 796-3903. For any other information regarding this 
application, contact the Office of New Drugs (OND) Regulatory Project Manager, Kim Shiley at 
(301)796-2117. 
 

     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 
Silver Spring  MD  20993 

 
NDA 203696 
 GENERAL ADVICE 
 
Abbott Endocrine, Inc. 
Attention: Gennadiy Koev, Ph.D. 
Manager, Regulatory Affairs – PPG 
Dept. PA77, Bldg. AP30 
Abbott Park, IL 60064-6157 
 
 
Dear Dr. Koev: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for leuprolide acetate for depot suspension and norethindrone 
acetate tablets. 
 
We also refer to your September 24, 2012, submission containing carton and container labeling. 
 
We have reviewed the referenced material and have the following recommendations: 
 
Norethindrone Acetate Tablets Container Labels 
Revise the usual dosage statement “See Package Insert for full prescribing information” to state 
the actual dose of the product (i.e., “Take 5 mg (1 tablet) by mouth once daily for 30 days” or 
“Take 5 mg (1 tablet) by mouth once daily for 90 days”). Because this product comes in a large 
carton, pharmacists may label the carton and not open the carton to place a pharmacy label on the 
individual components of the pack. Additionally, patients may throw away this large carton after 
the Lupron component has been administered to save space in their home. Revising the usual 
dose statement on the Norethindrone Acetate tablets will ensure that the patients have directions 
for the tablets even if they discard the carton.  
 
Lupron Component 

Based upon postmarketing errors with the Lupron product line and analysis of the proposed 
labels and labeling for Lupron Depot and Lupaneta Pack labeling, we recommend the following 
to be implemented prior to approval of this NDA. Additionally, we recommend that these 
changes also be carried across your entire Lupron product line at the time of next printing:   

A. Container Labels  
 
Lupron Depot syringe (3.75 mg and 11.25 mg) 

a. Relocate the established name to appear directly under the name, Lupron Depot, followed 
by the product strength, and frequency of administration on the Lupron Depot syringe.  
The revised presentation should appear as follows (note the use of title case lettering):   

Reference ID: 3211994
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Lupron Depot 
(leuprolide acetate for depot suspension) 
3.75 mg (or 11.25 mg) 
For 1-month (or 3-month) administration 
For intramuscular injection 
b. Remove the color block currently used for the NDC number and product description and 

use it to present the strength and the frequency of administration (see the presentation 
above).  Additionally, use a lighter color purple for the 3.75 mg strength to increase the 
visual contrast between the color block and the black font of the text. 

c. Include the route of administration, ‘For intramuscular injection’ on the principal display 
panel of the Lupron Depot syringe label (see the presentation above).  This information 
can be placed under the color block containing the product strength and the frequency of 
administration, in bold letters. 

B. Clam shell Carton Labeling (3.75 mg/5 mg and 11.25 mg/5 mg) 

1. Present the established name in parenthesis, followed by the product strength, the 
frequency of administration, and the route of administration (see the presentation in 
A1). 

2. Box the strength statement and the frequency of administration with the same color 
band that is used for each strength and frequency of administration at the top of the 
clam shell labeling to increase visual differentiation between the 3.75 mg and 11.25 
mg strengths.  The strength and frequency statement should also be bolded.  
Although the color differentiation between the two strengths of Lupron Depot kits 
placed inside of the proposed outer carton may not be as critical for the proposed 
product, for the purpose of consistency, the changes in the presentation of 
information should be implemented in all the available Lupron products. 

3. Revise the interior of the clam shell labeling to include a warning or statement that 
alerts practitioners to the correct patient population and frequency of administration 
on the inside of the clam shell.  If a pharmacy label covers the population 
recommendations provided by the pictures on the principal display panel of the 
carton and clam shell labeling, the practitioner who is administering the drug may 
see this information when the clam shell is opened.   

4.  “ Not made with natural rubber latex”. 

5. Retain the inactive ingredient statement on the principal display panel. We realize in 
previous communications you were instructed that the inactive ingredient statement 
could be deleted. However, this recommendation was not correct and this statement 
should remain on the carton labeling. This inactive ingredient information can be 
reformatted, made smaller, and relocated to the bottom right of the labeling where 

, “Rx Only”, and the Abbott symbol are currently located to help 
include the inactive ingredient information on the labeling of the principal display 
panel. 

6. Relocate the “Rx only” symbol and reduce its prominence to help make room for 
required labeling statements on the labeling. 
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7. Relocate or delete the Abbott logo to help make room for required labeling 
statements.  

8. If possible decrease the size of the bar code to help make room for required labeling 
statements. 

Due to the complicated nature of revisions, we have included a crude draft of the revisions. We 
have used the Adult 22.5 mg for 3 month administration NDA 020517 as the beginning template 
to show the revisions because this version incorporated the previous recommendations from the 
Agency. This draft should be used only to guide the placement of information and not the 
content. Although we are providing this draft layout, alternate proposals can be made, provided 
they include all of the same information. 

 
Lupaneta Outer Carton Labeling 

1. Revise the presentation of the proposed proprietary name to “Lupaneta Pack” and 
present the entire proposed proprietary name as title case (i.e., Lupaneta Pack) and in 
a single color font size, and type.  The use of all capital letters for the word “PACK” 
and the use of two different colors is a form of tall man lettering.  We reserve tall 
man lettering for established names with known name confusion. Additionally, 
presenting the name in one color, font size, and font type will help reinforce the 
entire proprietary name as “Lupaneta Pack.”  

2. Revise the established name to have a prominence commensurate with the 
prominence of the proprietary name, including typography, layout, contrast, and 
other printing features per 21 CFR 201.10(g)(2).   

Revise the established name presentation to include the strength of each component 
of Lupaneta Pack following the dosage form statement.  Additionally, ensure the 
strength of the Leuprolide Acetate component (i.e., 3.75 mg and 11.25 mg) is 
prominent (i.e., using a larger font size).  Incorporating the strength statement can 
provide another tool (in addition to the frequency of administration: ‘1-month’ and 
‘3-month’) to help differentiate the two different Lupaneta Pack products and may 
help mitigate the risk of medication errors due to product selection.  The revised 
presentation may appear as follows: 
 
Lupaneta Pack 
leuprolide acetate for depot suspension,  
3.75 mg for intramuscular injection only  
and Norethindrone Acetate Tablets, 5 mg for oral administration 
 
Lupaneta Pack 
leuprolide acetate for depot suspension,  
11.25 mg for intramuscular injection only  
and Norethindrone Acetate Tablets, 5 mg for oral administration 
 

3. Replace the ‘plus sign’ within the established name with the word ‘and.’ 
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4. Remove the large plus sign that appears on the left hand side of the proprietary and 
the established names, as well as the lower right hand side of all the side panels 
where it appears.  As currently presented, the large plus sign can distract from the 
proprietary name and the frequency of administration. 

5. Remove the two-toned color band that contains the proprietary and the established 
names, as well as the frequency of administration.  The color band should be used 
only for the frequency of administration, consistent with DMEPA’s 
recommendations for the Lupron Depot products. 

6. Increase the prominence of the frequency of administration statement on the top 
right hand side of the display panel by increasing the font size, bolding, and using 
dark ink against a light purple color block, to increase contrast.  It is important to 
provide visual differentiation between the 1-month and the 3-month frequency of 
administrations of Lupaneta Pack to minimize medication errors due to selection 
errors in the pharmacy.  

7. Include the Usual Dose for Norethindrone Acetate on the principal display panel.  As 
currently presented, this information does not appear under the second bullet point.  
The statement may appear as:  

‘Usual Dose: Take 5 mg  (one tablet) orally once daily for 1 month (or 3 months).  
See package insert for full prescribing information.’ 

8. Reduce the prominence of the company name and logo on the principal display 
panel.  As currently presented, this information competes in prominence with the 
proprietary name and the frequency of administration statement.  

9. Expiration date and Lot number for the co-packaged product should be displayed on 
the carton label.  The expiration date should be the same as the product whichever 
expires earlier. 

10. Storage condition should be displayed for the co-packaged product in addition to the 
storage condition of individual product.  The storage condition for the co-packaged 
product should be displayed as  “Store at 25°C  (77°F), excursion permitted to  
15°C- 30°C (59-86°F) [See USP Controlled Room Temperature].” 

11.  “ Not made with natural rubber latex.” 
 
If you have any questions, call Kim Shiley, R.N., B.S.N., Regulatory Project Manager, at (301) 
796-2117. 
 

Sincerely, 
 
{See appended electronic signature page} 
Audrey Gassman, M.D. 
Acting Deputy Director 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center of Drug Evaluation and Research 
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Maria Wasilik, Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-0567. For any other information regarding this application, 
contact the Office of New Drugs (OND) Regulatory Project Manager, Kim Shiley at (301)796-2117. 

 
 

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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DMEPA recommends against using tall man lettering because this naming strategy is 
reserved as a tool to differentiate established names that are orthographically similar. 
They also recommend against using any abbreviations or modifiers.  A single name 
incorporating part of both ingredient names would be acceptable for this product as long 
as it is not orthographically or phonetically similar to Lupron.  
 
Regulatory Steps Forward: 
 
1. FDA can finalize the proprietary name review for  and issue a 

denial letter regarding your proposed name which would be issued on or before 
the OSE PDUFA date of 7/9/12. 

 
2. Withdraw the proprietary name request for  and submit an alternate 

name for review.  
 
Questions/Comments: 
 

Conclusion: 

 
The Applicant will withdraw the name and submit alternative names for review within a 
week. 
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 FILING COMMUNICATION 
 
Abbott Endocrine Inc. 
Attention:  Leslie Bennett 
Director, RA-Area and Affiliate Strategy 
200 Abbott Park Road 
Dept PA77/Bldg. AP34 
Abbott Park, IL 60064-6157 
 
 
Dear Ms. Bennett: 
 
Please refer to your New Drug Application (NDA) dated and received February 15, 2012, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for leuprolide 
acetate for depot suspension and norethindrone acetate tablets co-packaged kits. 
 
We also refer to your amendment dated March 30, 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 December 15, 
2012. 
 
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, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by November 17, 2012. 
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
 
We request that you submit a 4-month safety update that includes a review of the current 
literature and a summary of postmarketing information.  The Periodic Safety Update Report may 
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be sufficient to address postmarketing safety if the cut-date for the information in the report is 
close to the cut-date for the 4-month safety update. 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 
Full Prescribing Information (FPI) 
• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included in 
labeling. Other terms, such as “adverse events” or “treatment-emergent adverse 
events,” should be avoided.  

 For the “Clinical Trials Experience” subsection, the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 

“Because clinical trials are conducted under widely varying conditions, adverse 
reaction rates observed in the clinical trials of a drug cannot be directly compared to 
rates in the clinical trials of another drug and may not reflect the rates observed in 
clinical practice.” 

 For the “Postmarketing Experience” subsection, the listing of post-approval adverse 
reactions must be separate from the listing of adverse reactions identified in clinical 
trials. Include the following verbatim statement or appropriate modification:  

“The following adverse reactions have been identified during post-approval use of 
(insert drug name).  Because these reactions are reported voluntarily from a 
population of uncertain size, it is not always possible to reliably estimate their 
frequency or establish a causal relationship to drug exposure.” 

• Patient Counseling Information 
 Must reference any FDA-approved patient labeling, including the type of patient 

labeling. The statement “See FDA-approved patient labeling (insert type of patient 
labeling).” should appear at the beginning of Section 17 for prominence. For example: 

• “See FDA-approved patient labeling (Patient Information)" 
 

We request that you resubmit labeling that addresses these issues by May 18, 2012.  The 
resubmitted labeling will be used for further 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 patient PI.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to: 
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Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI) and patient PI, and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
If you have any questions, call Kim Shiley, R.N., B.S.N., Regulatory Health Project Manager, at 
(301) 796-2117. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Audrey Gassman, M.D. 
Acting Deputy Director 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA ACKNOWLEDGMENT 
 
Abbott Endocrine Inc. 
Attention:  Leslie Bennett 
Director, RA-Area and Affiliate Strategy 
200 Abbott Park Road 
Dept PA77/Bldg. AP34 
Abbott Park, IL 60064-6157 
 
 
Dear Ms. Bennett: 
 
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: Leuprolide acetate for depot suspension and norethindrone acetate 

tablets co-packaged kits 
 
Date of Application: February 15, 2012 
 
Date of Receipt: February 15, 2012 
 
Our Reference Number:  NDA 203696 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on April 15, 2012, in 
accordance with 21 CFR 314.101(a). 
 
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 Reproductive and Urologic Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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If you have any questions, call Kim Shiley, R.N., B.S.N., Regulatory Health Project Manager, at 
(301) 796-2117. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Margaret Kober, R.Ph., M.P.A. 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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 MEETING MINUTES 
 
Abbott Endocrine, Inc. 
Attention:  Jean Conaway, R.Ph., R.A.C., M.B.A. 
Associate Director, Regulatory Affairs - PPG 
200 Abbott Park Road 
D-PA77/AP30-1NE 
Abbott Park, IL 60064 
 
 
Dear Ms. Conaway: 
 
Please refer to your Pre-Investigational New Drug Application (PIND) file for your proposed co-
packaged product containing Lupron Depot® (leuprolide acetate for depot suspension) and 
norethindrone acetate tablets. 
 
We also refer to the teleconference between representatives of your firm and the FDA on 
November 10, 2011.  The purpose of the meeting was to obtain FDA guidance on the content 
and format of your NDA submission for a proposed leuprolide acetate depot injection (Lupron 
Depot) and norethindrone acetate tablets co-packaged kit. 
 
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 Kim Shiley, R.N., B.S.N., Regulatory Health Project Manager at 
(301) 796-2117. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Lisa Soule, M.D. 
Clinical Team Leader 
Division of Reproductive and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 
ENCLOSURE: 
  Meeting Minutes 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Type B 
Meeting Category: Pre-NDA 
 
Meeting Date and Time: November 10, 2011, 11:00 AM – 12:00 PM 
Meeting Location: Teleconference 
 
Application Number: 110735 
Product Name: co-packaged product containing Lupron Depot®  

 (leuprolide acetate for depot suspension) and 
 norethindrone acetate tablets. 
  
Indication: endometriosis 
Sponsor/Applicant Name: Abbott Endocrine, Inc. 
 
Meeting Chair: Lisa Soule, M.D. 
Meeting Recorder: Kim Shiley, R.N. 
 
FDA ATTENDEES 
Division of Reproduction and Urologic Products 
Lisa Soule, M.D., Clinical Team Leader 
Ronald Orleans, M.D., Medical Officer 
Margaret Kober, R.Ph., M.P.A., Chief, Project Management Staff 
Kim Shiley, R.N., B.S.N., Regulatory Health Project Manager 
 
Division of Clinical Pharmacology III 
Li Li, Ph.D., Clinical Pharmacology Reviewer 
Sayed (Sam) Al Habet, R.Ph., Ph.D., Clinical Pharmacology Acting Team Leader 
 
Office of New Drug Quality Assessment 
Donna Christner, Ph.D., CMC Lead 
 
Office of Generic Drugs, Division of Chemistry IV 
Upinder S. Atwal, Ph.D., Chemistry Team Leader 
 
SPONSOR ATTENDEES 
H. Peter Bacher, M.D., Ph.D., Project Director, Global Pharmaceutical Research and  
Development 
Jean Conaway, R.Ph., R.A.C., M.B.A., Regulatory Affairs, Pharmaceutical Products  
Group  
Dean Coombes, Associate Director, C.M.C., Regulatory Affairs  
B. Robert Imani, M.D., Ph.D., Senior Medical Director, Postmarketing Safety Evaluation,  
Global Pharmacovigilance, Global Medical Service 
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Ping Jiang, Associate Director, Statistics  
Udo Legler, M.D., Ph.D., Diplomat, Biochemistry Director and Head  
Aline Lindbeck, Ph.D., Assistant Director, Drug Development, Project Management  
Lisa Marshall, PharmD., Manager, Small Molecule, CMC Reg Affairs  
Alan McEmber, M.S., R.A.C., Sr. Director, Therapeutic Head, Regulatory Affairs  
Bruce Yamamoto R.D., M.B.A., Periodic Reports Manager  
 
BACKGROUND 
 
On March 23, 2011, the Division provided written advice as requested by the Sponsor regarding 
the Sponsor’s proposed co-packaged product, leuprolide acetate depot injection (Lupron Depot) 
and norethindrone acetate tablets.  On September 6, 2011, the Sponsor requested a meeting to 
obtain guidance on the content and format of their NDA submission for this proposed co-
packaged kit.   The Division provided Preliminary Meeting Comments to the Sponsor on 
November 8, 2011.   
 
DISCUSSION 
 
Clinical/Statistics/Nonclinical 
 
1.  Does the Agency agree to consider the proposed indication for the Lupron Co-Pack 
presentation? 

Division Response: 
While the Division will consider the proposed indication, it is concerned about a potential 
broadening of the indication beyond what was previously proposed by the Division. 
 
Additional Discussion at the Meeting: 
The Sponsor requested clarification regarding the Division’s concern regarding “potential 
broadening” of the indication.  The Sponsor stated that it did not intend for its proposed 
revised indication to broaden the indication beyond what was previously proposed by the 
Division.  The Sponsor agreed to use the Division’s March 23, 2011 suggested wording for 
the indication as follows: 

TRADENAME is indicated for initial management of the painful symptoms of 
endometriosis and for management of recurrence of symptoms.  Duration of initial 
treatment or retreatment should be limited to 6 months. 

 

2.  Does the Agency agree that it is acceptable to cross-reference the historical Lupron 
NDAs that supported the approval of the Lupron add-back indication and that no 
documents need to be included in Module 2, 4, and 5 (with the exception that the PSUR 
will be included in Module 5) for the proposed Lupron Co-Pack NDA? 
Division Response: 
Yes. 
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3.  Abbott proposes that the most recent PSUR will be provided in the proposed NDA (in Module 
5.3.6) and no other safety information (including a 4-month safety update) will be required. 
Does the Agency agree? 

Division Response: 
No; the Sponsor should also provide a 120-day safety update. 
 
Additional Discussion at the Meeting: 
The Sponsor noted there are “no ongoing studies” and requested clarification regarding what is 
required.  The Division reiterated that the 120-day safety update is a standard feature of an NDA 
submission, which should include reviews of the current literature and a summary of 
postmarketing safety information.  The Periodic Safety Update Report (PSUR) might be 
sufficient to address the postmarketing safety information provided the cut-date for the 
information in that report is reasonably close to the cut-date for the 120-day safety update.   
 
CMC 
 
4.  Does the Agency agree that it is acceptable to cross-reference the historical CMC 
information from the original applications to support the proposed Lupron Co-Pack NDA 
submission? 

Division Response: 
It is acceptable to cross-reference the majority of the information from the previously approved 
applications.  However, the following information should be submitted to the new NDA: 

• In the NDA submission, provide a comprehensive table/list of all facilities involved in 
production of the drug substance(s) and drug product(s) with full street address of the 
actual manufacturing and/or testing site (not the corporate office), contact information of 
an individual at the site, detailed responsibilities of that facility and a date of when the 
facility was last inspected by FDA.   This information will help to facilitate inspection 
requests.  This comprehensive table should be attached to the 356h.  Full information 
should still be provided in the appropriate sections of Module 3. See additional comments 
in response to Question 8 for more information on the 356h attachment. 

• In addition to the planned submission of Letters of Authorization (LOAs) for the cross-
referenced approved applications, include LOAs for any supporting submissions (i.e., 
DMFs) to this NDA. 

• Submit specific cross-references (amendment numbers and submission dates) to the most 
current information in the approved applications.  

For ease of review, the Division requests that the following information also be provided in this 
NDA: 

• Drug Substance(s) 
o General information 
o Physico-chemical properties 
o Specifications 

• Drug Products(s) 
o Formulation 
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o Specifications 
o Brief description and/or flow chart of the manufacturing process 
o Overview of stability data generated to date 
 

Additional Discussion at the Meeting: 
The Sponsor requested clarification about providing a LOA to allow the Division to review 
cross-referenced information, citing a concern that some of the requested information is 
proprietary and might not be shared directly with the Sponsor.  The Division will clarify in a post 
meeting comment. 
 
Post-meeting Comment: 
LOAs should be provided to the new NDA so that the Division can access the proprietary 
information in support of this NDA.  This will provide up-to-date information on manufacturing 
facilities so that the appropriate inspections can be requested.  This will also require the DMF 
holders to report any future changes to the new NDA and the cross-referenced ANDA so that 
appropriate steps can be taken by all applicants.  
 
Regulatory 
 
5.  Does the Agency agree with the proposal to provide one combined physician package 
insert that contains two separate portions (Lupron/NETA) for inclusion in the proposed 
Lupron Co-Pack Kit? 

Division Response: 
No.  The Sponsor should submit integrated labeling in Physician Labeling Rule (PLR) 
format that includes those portions of NETA labeling pertinent to this product.  The 
Division also recommends that the Sponsor consider recent PLR labeling for an oral 
contraceptive product (such as Lo Loestrin Fe) for guidance in preparing the labeling 
regarding the NETA component.  

For guidance on preparing an integrated label that covers two drug products, labeling for 
the following co-packaged product may be useful: 

• Omeprazole, clarithromycin, and amoxicillin for H. pylori 

In addition, the Division has the following general comments: 
• Proposed prescribing information (PI) submitted with the application must conform 

to the content and format regulations found at 21 CFR 201.56 and 201.57.  
• Summary of the Final Rule on the Requirements for Prescribing Information for 

Drug and Biological Products, labeling guidances, sample tool illustrating 
Highlights and Table of Contents, an educational module concerning prescription 
drug labeling, and fictitious prototypes of prescribing information are available at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsa
ndRules/ucm084159.htm.  The Division encourages the Sponsor to review the 
information at this website and use it as it drafts prescribing information for its 
application. 
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6.  Abbott proposes that the Lupron Co-Pack NDA will be submitted approximately 30 days after 
Glenmark submits the CBE-30 to OGD for NETA 30 tablet and 90 tablet/bottle package 
configurations. Since the Lupron Co-Pack NDA will cross-reference the Glenmark ANDA for the 
NETA component, does the Agency agree that the review of the NDA for the Lupron Co-Pack kit 
can occur concurrently at the time as the OGD review of the NETA CBE-30 and that it is not 
necessary to obtain OGD written approval of the CBE-30 prior to initiating review of the Lupron 
Co-Pack NDA? 

Division Response: 
Yes.  The timing for submission of the supplement to the Office of Generic Drugs (OGD) in 
relation to the timing for submission of the NDA for the co-packaged product is reasonable.  The 
Division agrees that the review times can overlap.  Note, however, that OGD must approve the 
supplement before the Division can approve the NDA.   
 
Additional Discussion at the Meeting: 
The Sponsor inquired as to how the Division will be notified of Glenmark’s ANDA supplement 
approval with the Office of Generic Drugs (OGD).  OGD stated that they will inform the 
Division of approval or non-approval.  The Sponsor plans to submit its NDA at the end of 
December or early January 2012. The Sponsor believes that Glenmark will be submitting the 
ANDA soon (30 days prior to the planned submission of the NDA). 
 
7.  Does the Agency agree that the proposed waivers may be considered for the planned NDA 
submission? 

Division Response: 
The Sponsor should provide data supporting the rarity of endometriosis in women under age 18 
in order to support a full waiver request in pediatric females.  Alternatively, the Sponsor could 
request a partial waiver of studies in premenarcheal females and extrapolation of data from adult 
women to address the need for data in postmenarcheal pediatric patients.  The Pediatric Research 
Committee will be consulted regarding this matter. 

8.  Does the Agency have any additional comments on the proposed Lupron Co-Pack NDA 
submission? 

Division Response: 
To facilitate the inspectional process, the Office of Manufacturing and Product Quality in 
CDER's Office of Compliance requests that the Sponsor clearly identify in a single location, 
either on the Form FDA 356h, or an attachment to the form, all manufacturing facilities 
associated with your application.  Include the full corporate name of the facility and address 
where the manufacturing function is performed, with the FEI number, and specific 
manufacturing responsibilities for each facility. 

Also provide the name and title of an onsite contact person, including their phone number, fax 
number, and email address.  Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable).  Each 
facility should be ready for GMP inspection at the time of submission. 

Consider using a table similar to the one below as an attachment to Form FDA 356h.  Indicate 
under Establishment Information on page 1 of Form FDA 356h that the information is provided 
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