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tablets are contained in blister wells 25-26 and the inert, nonchewable ferrous fumarte tablets are 
in blister wells 27-28.  The blister packaging is the same as used in the approved product under 
NDA 22501 

B. Critical issues for review 
 
All specifications are set based on the approved NDA 22501.  Since these are immediate release 
tablets and the specifications are based on an approved NDA, consultation to ONDQA BioPharm 
may not be necessary.  It is the primary reviewer’s decision on whether a BioPharm review is 
warranted. 
 
The combination tablet has only 6 months of stability data submitted in support of a 12 month 
expiration dating period.   Although 6 months of data are less than what is currently 
recommended by ONDQA, based on the fact that the formulation is almost identical to an 
approved formulation except for the addition of sweetener and flavor,the amount of information 
is deemed adequate to allow review and to determine if 12 months of expiration dating period are 
appropriate. 
 

C. Comments for 74-Day Letter 
 
No comments to be conveyed at this time. 

 
D. Recommendation:  

 
This NDA is fileable from a CMC perspective. Gene Holbert, Ph.D. is assigned as the primary 
reviewer. 

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

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   
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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:  16-Oct-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 
 
 
The applicant has provided the following information on their drug product.  It is highlighted in 
blue below.  The bioavailability studies were performed under IND 73510.   
 
 The proposed regimen and daily doses of active ingredients, and consequently the exposure 
to norethindrone and EE for  is the same as the approved regimen for Warner 
Chilcott’s Lo Loestrin® Fe (norethindrone acetate and ethinyl estradiol tablets, ethinyl 
estradiol tablets and ferrous fumarate tablets) in which all 28 tablets are swallowed. The 

1/10 chewable tablet formulation was based on the approved formulation for Lo 
Loestrin Fe 1 mg NA/10 mcg EE tablets (referred to in the NDA as WC3016 1/10 tablets or 
by its formulation WC3016  tablets); a flavor  were added to  
1/10 chewable tablets. The WC3016 EE10 tablets are identical to Lo Loestrin Fe 10 mcg EE 
tablets. Lo Loestrin Fe received approval as an oral contraceptive on October 21, 2010 under 
NDA 022501. Reference is made therefore to NDA 022501 in support of the safety and 
efficacy of NA and EE in the prevention of pregnancy (see Section 1.4.4 Cross Reference to 
Other Applications).  

The Application provides comparative bioavailability data from Study PR-12111. 
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CONTAINER CLOSURE SYSTEM 
 
The tablets are packaged in the following packaging configuration: 
 
 
 

 
 
The chewable combination tablets are contained in the first 24 wells of the blister pack, while the 
nonchewable ethinyl estradiol tablets are contained in blister wells 25-26 and the inert, 
nonchewable ferrous fumarte tablets are in blister wells 27-28.  The blister packaging is the same 
as used in the approved product under NDA 22501.   
 
 
STABILITY 
 
The applicant requests 12 months of expiry based on the following expiry determination for the 
individual tablets: 
 

• 12 months for the combination tablets 
• 36 months for the EE tablets 
• 48 months for the ferrous fumarate tablets 

 
 

 (chewable combination tablets) 
 
The following stability package was submitted in support of the requested 12 months expiration 
dating period: 
 

• 3 batches of drug product manufactured using   6 months long term, 
intermediate  and accelerated data 

• 3 batches of drug product manufactured using  3 months long term, 
intermediate and accelerated data 

• 1 batch for   3 months long term, intermediate and accelerated data 
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Comment:  Although 6 months of data are less than what is currently recommended by ONDQA, 
based on the fact that the formulation is almost identical to an approved formulation except for 
the addition of  flavor, and that the applicant requested 12 months of expiration 
dating period, the amount of information is adequate to allow review. 
 
 
WC3016 (ethinyl estradiol 10 mcg) 
 
An expiration dating period of 36 months is supported by the following stability package used to 
support the approved NDA 22501: 
 

• 5 batches of drug product manufactured with   Up to 48 months of long term 
stability data 

• 4 batches of drug product manufactured with   Up to 18 months of long 
term stability data. 

 
Comment:  The amount of data submitted is adequate for review. 
 
Ferrous fumarate tablets 
 
An expiration dating period of 48 months is supported by the following stability package used to 
support the approved NDA 22501: 
 

• 8 batches of drug product:  Up to 48 months of long term stability data 
 
Comment:  The amount of data submitted is adequate for review. 
 
 
LABELING 
 
The applicant has provided carton/container labels and a Physician’s Insert.  Information is 
adequate to allow review. 
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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:  07/23/2013 
 
From:  Gene W. Holbert, Ph.D. 
   Senior Review Chemist, ONDQA 
   Premarketing Assessment Division II 
   ONDQA  
 
Through: Moo-Jhong Rhee, Ph.D. 
   Chief, Branch IV 
   Premarketing Assessment Division II 
   ONDQA  
 
To:  CMC Review #1 of NDA 204654 
 
Subject: Approval Recommendation 
 
When CMC review #1 was filed, two issues were outstanding, Establishment Evaluation and the 
final package insert.  
 
On 07/09/2013, the Office of Compliance issued an overall “Acceptable” recommendation for 
all facilities involved in manufacturing and testing of the drug substance and drug product (EER 
Summary Report, Attachment 1). 
 
On 07/23/2013 the final package insert was submitted and the revisions are satisfactory from the 
ONDQA perspective (Attachment 2).  Final container and carton labels were submitted on 
07/15/2013. 
 
Recommendation:  This NDA is now recommended for Approval from the ONDQA 
perspective with an expiration dating period of 12 months. 
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