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Memorandum   DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
 
Date:   December 11, 2012 
 
From:   Zhengfang Ge, Ph. D. 
 
Through:  Moo-Jhong Rhee, Ph.D. 
  Chief, Branch IV 
  New Drug Quality Assessment Division II 
  ONDQA 
 
To:   CMC Review #1 of NDA 203696 
 
Subject:  Final Recommendation 
 
 
 
The CMC review #1 has noted the following two pending issues:  
 
1. Final “Acceptable” recommendation from the Office of Compliance was not issued. 
2. Label/labeling issues were not resolved. 
 
And because of these deficiencies, in the CMC Review #1, this NDA was not 
recommended for approval from the ONDQA perspective.  
 
On December 6, 2012, the Office of Compliance issued the “Acceptable” 
recommendation for the facilities involved in the NDA (see the Attachment 1). 
 
On December 11, 2012, the applicant provided the revised label and labeling via e-mail 
and they are revised satisfactorily from the ONDQA perspective (see the Attachment 2). 
 
Recommendation: 
 
This NDA is now recommended for Approval from the ONDQA perspective.  
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Attachment 1: 
 

EES report 
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Attachment 2 
 
Final Labels 

 
1) Drug Product Cartons: 
In the cover letter, the applicant noted that “The Lot Number and Expiration Date 
statements are not included in our proposed labeling, as they will be applied to the 
Lupaneta Pack cartons   Therefore, the proposed 
carton is acceptable  
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(b) (4)



          
 
2) Container Labels for Norethindrone Acetate Tablets : 
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3) Labels for Syringe: 

 

                               
 
 
 

4) Labels for Lupron Depot: 

       
 

       

Reference ID: 3229438



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

ZHENGFANG GE
12/12/2012

MOO JHONG RHEE
12/12/2012
Chief, Branch IV

Reference ID: 3229438





















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

ZHENGFANG GE
10/02/2012

MOO JHONG RHEE
10/02/2012
Chief, Branch IV

Reference ID: 3198328



Initial Quality Assessment 
Branch IV 

Division of New Drug Quality Assessment II 
 

 
OND Division:  Division of Reproductive and Urologic Products 

NDA:  203696 
Applicant:  Abbott Laboratories 

Stamp Date:  15-Feb-2012 
PDUFA Date: 15-Dec-2012 

Trademark: TBD 
Established Name: Leuprolide acetate for depot suspension and 

norethindrone acetate tablets kit 
Dosage Form: Injection and Oral tablets copackaged kit 

Route of Administration:  Co-packaged depot suspension and oral tablets 
Indication: Endometriosis with add back therapy 

  
CMC Lead: Donna F. Christner, Ph.D. 

  
 YES NO 

ONDQA Fileability: X  
Comments for 74-Day Letter  X 

Summary and Critical Issues: 

A. Summary 
 
Abbott Laboratories has submitted this NDA to seek to co-package two approved drug products 
in a kit.  Lupron Depot has been previously approved for use in combination with norethindrone 
acetate.   All CMC information is provided in the cross-referenced applications for approved 
products.  The only information provided in Module 3 is the manufacturing site information to 
allow submission of EES for this NDA. 

B. Critical issues for review 
 
Labeling will require review.  EES has been submitted. 

C. Comments for 74-Day Letter 
 
There are no comments to be conveyed at this time. 

 
D. Recommendation:  

 
This NDA is fileable from a CMC perspective. Zhengfang Ge is the primary reviewer. 

 
REGULATORY BRIEFING RECOMMENDATION: Branch-level. 
                        
                                  Donna F. Christner, Ph.D.   
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6. 

For a naturally-derived API 
only, are the facilities 
responsible for critical 
intermediate or crude API 
manufacturing, or performing 
upstream steps, specified in the 
application?  If not, has a 
justification been provided for 
this omission?  This question 
is not applicable for 
synthesized API. 

 X N/A 

7. 

Are drug substance 
manufacturing sites identified 
on FDA Form 356h or 
associated continuation sheet?  
For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X  See attachment to 356h 
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8. 

Are drug product 
manufacturing sites are 
identified on FDA Form 356h 
or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X  See attachment to 356h 

9. 

Are additional manufacturing, 
packaging and control/testing 
laboratory sites are identified 
on FDA Form 356h or 
associated continuation sheet. 
For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X  See attachment to 356h 

10. 

Is a statement provided that all 
facilities are ready for GMP 
inspection at the time of 
submission? 

X  See attachment to 356h 

• If any information regarding the facilities is omitted, this should be addressed ASAP with the 
applicant and can be a potential filing issue or a potential review issue. 
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Attachment A:  Nanotechnology product evaluating questions:  
 

1, This review contains new information added to the table below:  _______Yes; ____x No 
Review date:  29-Feb-2012_____________ 

2)  Are any nanoscale materials included in this application? (If yes, please proceed to the next questions.)  
Yes______; No______ ;         Maybe (please specify)____________________ 
 
3 a) What nanomaterial is included in the product? (Examples of this are listed as search terms in 
Attachment B.) _______________________________________________________________ 
 
3 b) What is the source of the nanomaterial?________________________________________  
4)  Is the nanomaterial a reformulation of a previously approved product? 
 
Yes_________   No_________ 
5)  What is the nanomaterial functionality? 
Carrier_________________; Excipient__________________; Packaging________________ 
API____________________; Other____________________ 
 ____________________________________________________________________________ 
6)  Is the nanomaterial soluble (e.g., nanocrystal) or insoluble (e.g., gold nanoparticle) in an aqueous 
environment? 
Soluble __________________; Insoluble___________________  
 
7)  Was particle size or size range of the nanomaterial included in the application?  
Yes_______(Complete 8); No________ (go to 9).  
 
8)  What is the reported particle size?  
Mean particle size___________ ; Size range distribution___________; Other________________ 
 
9)  Please indicate the reason(s) why the particle size or size range was not provided: 
______________________________________________________________________________ 
______________________________________________________________________________ 
 
10, What other properties of the nanoparticle were reported in the application (See Attachment E)? 
_______________________________________________________________ 

 
11)  List all methods used to characterize the nanomaterial?_____________________________ 
______________________________________________________________________________ 
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 REVIEW NOTES 

 
Abbott Laboratories has submitted this NDA to seek to co-package two approved drug products 
in a kit.  Lupron Depot has been previously approved for use in combination with norethindrone 
acetate.    
 
All CMC information is provided in the following cross-referenced applications.  The only 
information provided in Module 3 is the manufacturing site information to allow submission of 
EES for this NDA. 
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necessary for the co-packaging NDA.  The sponsor was advised that the storage statement for the 
co-packaged configuration would need to be the more restrictive of the two storage statements for 
the approved products.  Therefore, the storage statement should be the same as approved for 
Lupron and read: 
 

 
 
Meeting held 10-Nov-2011 
 
For CMC, the sponsor was advised that it was acceptable to cross-reference the majority of the 
CMC information from the previously approved applications.  They were requested to submit the 
following information to the new NDA: 
 

• A list of all manufacturing facilities 
• DMF Letters of Authorization written to the new NDA 
• Specific cross-references to the most current information in the approved applications 

 
The sponsor was also requested to submit general information on the drug substance and drug 
product to the new NDA and not only by cross-reference.   
 
Comment:  The requested information is provided in the NOTES TO REVIEWER section of the 
NDA.  Information is adequate to allow review. 
 
As part of the co-packaging configuration, the NETA tablets would need to be provided in a 30-
count and 90-count bottle, which was not an approved configuration for the proposed NETA 
tablets marketed by Glenmark.  The sponsor requested that the ANDA supplement be submitted 
concurrently with the NDA, with the hopes that both would be approved at the same time.  The 
sponsor was advised that it would be better for the ANDA supplement to be submitted first to 
allow adequate time for an action to be taken on the ANDA supplement.  OGD committed to 
expedite the review of the ANDA supplement.   
 
Approval letter for ANDA 91090/S-002 30- and 90-count bottles 
 
The CBE-30 for addition of the 30- and 90-count bottle configurations was approved on 17-Jan-
2012. 
 
Comment:  The requested information is provided in NDA.  Information is adequate to allow 
review. 
 
LABELING 
 
Draft labeling is provided.   
 
Comment:  Information is adequate to allow review. 
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