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THROUGH: Moo-Jhong Rhee, Ph.D., Branch Chief, Branch IV, DNDQA II/ONDQA 
 
TO: NDA 203-667 
 
SUBJECT: Final Recommendation 
 
The previous CMC Review #1, dated 3-28-2013, made a recommendation of not approval of this 
NDA because of the following unresolved issues: 
 

1. Final recommendation from the Office of Compliance has not been received. 
2.   Label/labeling issues were not satisfactorily resolved from the CMC perspective. 

 
The Office of compliance has issued an overall “Acceptable” recommendation on May 8, 2013 
(Attachment 1).  
 
Labels/labeling were revised according to our recommendations in CMC Review #1  (Attachment 
2).  Updated container labels were submitted on April 30, 2013.  Updated package insert was 
submitted on May 3, 2013. 
 
Shelf life for this drug product is 24 months (see CMC Review #1, sections P.8.1 (Stability 
Summary and Conclusions) and P.8.3 (Stability Data). 
 
 
Recommendation: 
 
Therefore, from the ONDQA’s perspective, this NDA is now recommended for APPROVAL. 
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Attachment 2 
 
Labeling – Package Insert – selected sections 
 
Highlights section 
 
NORETHINDRONE ACETATE AND ETHINYL ESTRADIOL CHEWABLE TABLETS 
AND FERROUS FUMARATE TABLETS, for oral use 
Initial U.S. Approval: 1968 
 
 
“Full Prescribing Information” section 
 
# 3: Dosage Forms and Strengths 
 
Norethindrone acetate and ethinyl estradiol chewable tablets and ferrous fumarate tablets is 
available in blister packs. 
 
Each blister pack contains 28 tablets in the following order: 
• 24 white, round, (active) chewable tablets imprinted with “WC” on one side and “535” on the 

other side, and each containing 1 mg norethindrone acetate and 20 mcg ethinyl estradiol. 
• 4 brown, round (non-hormonal placebo) tablets imprinted with “WC” on one side and “624” on 

the other side, and each containing 75 mg ferrous fumarate. The ferrous fumarate tablets do not 
serve any therapeutic purpose. 

 
 
#11: Description 
 
Norethindrone acetate and ethinyl estradiol chewable tablets and ferrous fumarate tablets provides 
an oral contraceptive regimen consisting of 24 white active chewable tablets that contain the active 
ingredients, followed by 4 brown non-hormonal placebo tablets as specified below: 
 
• 24 white, round tablets each containing 1 mg norethindrone acetate and 20 mcg ethinyl 

estradiol.  
• 4 brown, round tablets each containing 75 mg ferrous fumarate 
 
Each white active chewable tablet also contains the following inactive ingredients: acacia, lactose 
monohydrate, magnesium stearate, modified starch, confectioner’s sugar and talc. 
 
Each brown placebo tablet contains ferrous fumarate, mannitol, povidone, microcrystalline 
cellulose, sodium starch glycolate, magnesium stearate, sucralose and spearmint flavor. The ferrous 
fumarate tablets do not serve any therapeutic purpose.  
 
The empirical formula of ethinyl estradiol is C20H24O2 and the structural formula is: 
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The chemical name of ethinyl estradiol is [19-Norpregna-1,3,5(10)-trien-20-yne-3,17-diol, (17α)-]. 
The molecular weight of ethinyl estradiol is 296.40. 
 
The empirical formula of norethindrone acetate is C22H28O3 and the structural formula is: 
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The chemical name of norethindrone acetate is [19-Norpregn-4-en-20-yn-3-one, 17-(acetyloxy)-, 
(17α)-].  The molecular weight of norethindrone acetate is 340.46. 
 
 
#16: How Supplied/Storage and Handling 
 
16.1 How Supplied 
Norethindrone acetate and ethinyl estradiol chewable tablets and ferrous fumarate tablets is 
available in blister cards (dispensers) containing 28 tablets: 
 
NDC 0430-0535-50  Cartons of 5 blister cards (dispensers)  
 
Each blister card contains 28 tablets in the following order: 
• 24 white, round (active) tablets imprinted with “WC” on one side and “535” on the other side, 

and each containing 1 mg norethindrone acetate and 20 mcg ethinyl estradiol. 
• 4 brown, round (non-hormonal placebo) tablets imprinted with “WC” on one side and “624” on 

the other side, and each containing 75 mg ferrous fumarate. The ferrous fumarate tablets do not 
serve any therapeutic purpose.  

 
16.2 Storage Conditions 
Store at 20 - 25º C (68 - 77º F); excursions permitted to 15 - 30º C (59 - 86º F) [see USP Controlled 
Room Temperature]. 
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Keep this drug and all drugs out of the reach of children. 
 
 
Labeling – selected container and carton labels 
 
Trade pouch label 
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Initial Quality Assessment 
Branch IV 

Division of New Drug Quality Assessment II 
 

 
OND Division:  Division of Reproductive and Urologic Products 

NDA:  203667 
Applicant:  Warner Chilcott 

Stamp Date:  09-Jul-2012 
PDUFA Date: 09-May-2013 

Trademark: TBD 
Established Name: Norethindrone acetate/ethinyl estradiol chewable 

tablets and ferrous fumarate tablets 
Dosage Form: Tablet 

Route of Administration:  Oral 
Indication: Prevention of pregnancy  

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

  
 YES NO 

ONDQA Fileability: X  
Comments for 74-Day Letter  X 

  
 

Summary and Critical Issues: 

A. Summary 
 
The dosage form is a 28-tablet oral contraceptive regimen consisting of 24 chewable 
tablets of norethindrone acetate/ethinyl estradiol (1.0 mg/20 mcg) followed by 4 tablets 
containing 75 mg of ferrous fumarate, which are considered inactive.  The active tablets are 
white, round, flat-faced, beveled edged tablets with “WC” debossed on one side and “535” on the 
other side.  The ferrous fumarate (inert tablets) are round, flat-faced, bevel-edged, brown tablets 
debossed with “WC” on one side and “624” on the other side.  The tablets are packaged in a unit-
dose blister card within a foil wrap with desiccant.  Secondary (non-functional) packaging will 
include a rigid  card bonded to the unit-dose blister, a pouch, prescriber and patient 
package inserts and  cartons. 

B. Critical issues for review 
 
EES was submitted on 06-Aug-2012 by Rebecca McKnight.  It should be noted that the Warner 
Chilcott facility in Fajardo, PR is under an OAI alert and will get an automatic WITHHOLD 
recommendation if the issue at the facility is not resolved by the PDUFA date. 
 
The specifications are set based on the approved NDA 21-871.  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. 
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It should be noted that even though the identical tablets (except for debossing) are used for 
this drug product, the dosage form will be a chewable tablet instead of a tablet.  The patient 
also has the option of swallowing the tablet if she chooses not to chew the tablet.  As a new 
dosage form, a new NDA is warranted. 
 
 

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

 
D. Recommendation:  

 
This NDA is fileable from a CMC perspective. Raymond Frankewich, Ph.D. has been assigned as 
the primary CMC 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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