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Highlights (HL) 
GENERAL FORMAT  
1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a 

minimum of 8-point font.  
Comment:        

2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not 
count against the one-half page requirement) unless a waiver has been is granted in a previous 
submission (i.e., the application being reviewed is an efficacy supplement).   
Instructions to complete this item:  If the length of the HL is less than or equal to one-half page 
then select “YES” in the drop-down menu because this item meets the requirement.  However, if 
HL is longer than one-half page:  

 For the Filing Period for RPMs) 
 For efficacy supplements:  If a waiver was previously granted, select “YES” in the drop-

down menu because this item meets the requirement.   
 For NDAs/BLAs and PLR conversions:  Select “NO” in the drop-down menu because this 

item does not meet the requirement (deficiency).  The RPM notifies the Cross-Discipline 
Team Leader (CDTL) of the excessive HL length and the CDTL determines if this 
deficiency is included in the 74-day or advice letter to the applicant. 

 For the End-of Cycle Period (for SEALD reviewers) 
 The SEALD reviewer documents (based on information received from the RPM) that a 

waiver has been previously granted or will be granted by the review division in the 
approval letter.  

Comment:        
3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters 

and bolded. 
Comment:        

4. White space must be present before each major heading in HL. 
Comment:        

5. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full 
Prescribing Information (FPI) that contains more detailed information. The preferred format is 
the numerical identifier in parenthesis [e.g., (1.1)] at the end of each information summary (e.g. 
end of each bullet). 
Comment:        

6. Section headings are presented in the following order in HL: 
Section Required/Optional 
• Highlights Heading Required 
• Highlights Limitation Statement  Required 
• Product Title  Required  
• Initial U.S. Approval  Required 
• Boxed Warning  Required if a Boxed Warning is in the FPI 
• Recent Major Changes  Required for only certain changes to PI*  

YES 

YES 

YES 

YES 

YES 

YES 
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• Indications and Usage  Required 
• Dosage and Administration  Required 
• Dosage Forms and Strengths  Required 
• Contraindications  Required (if no contraindications must state “None.”) 
• Warnings and Precautions  Not required by regulation, but should be present 
• Adverse Reactions  Required 
• Drug Interactions  Optional 
• Use in Specific Populations  Optional 
• Patient Counseling Information Statement Required  
• Revision Date  Required 

* RMC only applies to the Boxed Warning, Indications and Usage, Dosage and Administration, Contraindications, 
and Warnings and Precautions sections. 

Comment:        

7. A horizontal line must separate HL and Table of Contents (TOC). 
Comment:        

 
HIGHLIGHTS DETAILS 
Highlights Heading 
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE 

letters: “HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
Comment:        

 
Highlights Limitation Statement  
9. The bolded HL Limitation Statement must be on the line immediately beneath the HL heading 

and must state: “These highlights do not include all the information needed to use (insert 
name of drug product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).”  
Comment:        

Product Title  
10. Product title in HL must be bolded.  

Comment:        

Initial U.S. Approval  
11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and 

include the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year. 
Comment:        

Boxed Warning  
12. All text must be bolded. 

Comment:        
13. Must have a centered heading in UPPER-CASE, containing the word “WARNING” (even if 

more than one Warning, the term, “WARNING” and not “WARNINGS” should be used) and 
other words to identify the subject of the Warning (e.g., “WARNING: SERIOUS 
INFECTIONS”). 
Comment:        

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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14. Must always have the verbatim statement “See full prescribing information for complete boxed 
warning.” in italics and centered immediately beneath the heading. 
Comment:        

15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 
prescribing information for complete boxed warning.”) 
Comment:        

16. Use sentence case for summary (combination of uppercase and lowercase letters typical of that 
used in a sentence). 
Comment:        

 
Recent Major Changes (RMC)  
17. Pertains to only the following five sections of the FPI: Boxed Warning, Indications and Usage, 

Dosage and Administration, Contraindications, and Warnings and Precautions. 
Comment:        

18. Must be listed in the same order in HL as they appear in FPI. 
Comment:        

19. Includes heading(s) and, if appropriate, subheading(s) of labeling section(s) affected by the 
recent major change, together with each section’s identifying number and date (month/year 
format) on which the change was incorporated in the PI (supplement approval date). For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 3/2012”.  
Comment:        

20. Must list changes for at least one year after the supplement is approved and must be removed at 
the first printing subsequent to one year (e.g., no listing should be one year older than revision 
date). 
Comment:        

Indications and Usage 
21. If a product belongs to an established pharmacologic class, the following statement is required in 

the Indications and Usage section of HL: “(Product) is a (name of established pharmacologic 
class) indicated for (indication)”.  
Comment:        

Dosage Forms and Strengths 
22. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, 

injection, suspension) or tabular presentations of information is used. 
Comment:        

Contraindications 
23. All contraindications listed in the FPI must also be listed in HL or must include the statement 

“None” if no contraindications are known. 
Comment:        

24. Each contraindication is bulleted when there is more than one contraindication. 

YES 

YES 

YES 

N/A 

N/A 

N/A 

N/A 

YES 

N/A 

YES 

YES 
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Comment:        
 

Adverse Reactions  
25. For drug products other than vaccines, the verbatim bolded statement must be present: “To 

report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch”.  
Comment:        

Patient Counseling Information Statement  
26. Must include one of the following three bolded verbatim statements (without quotation marks):  

 

If a product does not have FDA-approved patient labeling: 
• “See 17 for PATIENT COUNSELING INFORMATION”  
 
 

If a product has FDA-approved patient labeling: 
 

• “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.”  
• “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.”  
 Comment:        

Revision Date 
27. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.   

Comment:        
 

 

Contents: Table of Contents (TOC) 
 

GENERAL FORMAT 
28. A horizontal line must separate TOC from the FPI. 

Comment:          
29. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC: 

“FULL PRESCRIBING INFORMATION: CONTENTS”. 
Comment:        

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

31. 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. 
Comment:        

32. All section headings must be bolded and in UPPER CASE.  
Comment:        

33. All subsection headings must be indented, not bolded, and in title case. 

YES 

YES 

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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Comment:        
34. When a section or subsection is omitted, the numbering does not change.  

Comment:        
35. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading 

“FULL PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk 
and the following statement must appear at the end of TOC: “*Sections or subsections omitted 
from the Full Prescribing Information are not listed.”  
Comment:        

 

Full Prescribing Information (FPI) 

GENERAL FORMAT 
36. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded: 

“FULL PRESCRIBING INFORMATION”.  
Comment:        

37. All section and subsection headings and numbers must be bolded. 
Comment:        
 

38. The bolded section and subsection headings must be named and numbered in accordance with 
21 CFR 201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not 
change. 

 

Boxed Warning 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 

YES 

YES 

YES 

YES 

YES 
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12.5 Pharmacogenomics (by guidance) 
13  NONCLINICAL TOXICOLOGY 

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

Comment:        
 
39. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for 

Use) must not be included as a subsection under Section 17 (Patient Counseling Information). 
All patient labeling must appear at the end of the PI upon approval. 
Comment:        

40. The preferred presentation for cross-references in the FPI is the section heading (not subsection 
heading) in italics followed by the numerical identifier in italics.  For example, “[see Warnings 
and Precautions (5.2)]”. 
Comment:        

41. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or 
subsections must be marked with a vertical line on the left edge. 
Comment:         

FULL PRESCRIBING INFORMATION DETAILS 
 

Boxed Warning 
42. All text is bolded. 

Comment:        
43. Must have a heading in UPPER-CASE, containing the word “WARNING” (even if more than 

one Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words 
to identify the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”). 
Comment:        

44. Use sentence case (combination of uppercase and lowercase letters typical of that used in a 
sentence) for the information in the Boxed Warning. 
Comment:        

Contraindications 
45. If no Contraindications are known, this section must state “None”. 

Comment:        
Adverse Reactions  
46. When clinical trials adverse reactions data is included (typically in the “Clinical Trials 

Experience” subsection of Adverse Reactions), 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 practice.” 

YES 

YES 

N/A 

YES 

YES 

YES 

N/A 

YES 
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Comment:        
 

47. When postmarketing adverse reaction data is included (typically in the “Postmarketing 
Experience” subsection of Adverse Reactions), the following verbatim statement or appropriate 
modification should precede the presentation of adverse reactions: 

 

“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.” 

 

Comment:        
 

Patient Counseling Information 
48. 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)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 

Comment:        
 

YES 

YES 
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FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

 
****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date: April 29, 2013    
  
To: Kalesha Grayson 

Project Specialist 
Division of Reproductive and Urologic Products (DRUP) 

   
From:  Carrie Newcomer, PharmD 
  Regulatory Review Officer 
  Office of Prescription Drug Promotion (OPDP)    
 
Subject: NDA: 203667 

norethindrone acetate and ethinyl estradiol chewable tablets and 
ferrous fumarate tablets 

 
   
 
As requested in your consult dated March 4, 2013, OPDP has reviewed the draft 
labeling (package insert [PI], patient package insert [PPI], and carton/container 
labeling) for the original NDA submission for norethindrone acetate and ethinyl 
estradiol chewable tablets and ferrous fumarate tablets.  OPDP’s comments are 
based on the proposed, substantially complete, marked-up version of the draft PI 
and PPI provided to OPDP on April 25, 2013, via access to the DRUP eRoom.  
OPDP’s comments on the draft carton/container labeling are based on the draft 
labeling submitted by the applicant on April 25, 2013, and provided to OPDP on 
April 29, 2013, via email.  
 
OPDP’s comments on the PI and PPI are provided directly in the attached copy 
of the labeling. 
 
OPDP does not have any comments on the carton/container labels. 
 
Thank you for your consult.  If you have any questions, please contact Carrie 
Newcomer at 6-1233, or carrie.newcomer@fda.hhs.gov. 

 1
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology                                                                  

Office of Medication Error Prevention and Risk Management 
 

Label, Labeling and Packaging Review 

Date:  March 7, 2013 

Reviewer(s):  Alison Park, Pharm.D., Safety Evaluator 
  Division of Medication Error Prevention and Analysis 

Team Leader  Zachary Oleszczuk, Pharm.D., Team Leader 
  Division of Medication Error Prevention and Analysis 

Division Director  Carol Holquist, RPh, Division Director 
  Division of Medication Error Prevention and Analysis 

Drug Name(s) and Strength(s): Norethindrone Acetate and Ethinyl Estradiol  
  Chewable Tablets and Ferrous Fumarate Tablets 
  1 mg/20 mcg and 75 mg 

Application Type/Number:  NDA 203667 

Applicant:  Warner Chilcott Co LLC 

OSE RCM #:  2012-1749 

*** This document contains proprietary and confidential information that should not be 
released to the public.*** 
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1 INTRODUCTION 

This review evaluates the proposed container label, carton and insert labeling submitted under 
NDA 203667, for Norethindrone Acetate and Ethinyl Estradiol chewable tablets and Ferrous 
Fumarate tablets for areas of vulnerability that could lead to medication errors.  The proposed 
product represents a product line extension to Warner Chilcott’s Loestrin product line. 

1.1 REGULATORY HISTORY 

New Drug Application (NDA) 203667 was submitted by the Applicant, Warner Chilcott LLC, 
under Section 505(b)(1) for Norethindrone Acetate and Ethinyl Estradiol Chewable Tablets and 
Ferrous Fumarate Tablets on July 9, 2012.  This NDA provides for a new method of 
administration for oral contraception by which norethindrone acetate and ethinyl estradiol tablets 
may be swallowed or chewed followed with liquid.  The proposed regimen (i.e., 24 active tablets 
containing 1 mg of norethindrone acetate and 20 mcg ethinyl estradiol and 4 tablets containing 
ferrous fumarate) is the same as the approved regimen for Loestrin 24 Fe (NDA 021871, 
approved February 17, 2006) by Applicant holder, Warner Chilcott LLC. 

1.2 PRODUCT INFORMATION 

The following product information is provided in the July 9, 2012 submission. 

 Active Ingredient:  Norethindrone Acetate (NA)/Ethinyl Estradiol (EE) and Ferrous 
Fumarate  

 Indication of Use:  Prevention of Pregnancy 

 Route of Administration:  Oral 

 Dosage Form:  Chewable Tablets (NA/EE) and Tablets (Ferrous Fumarate) 

 Strength:  1 mg/20 mcg and 75 mg 

 Dose and Frequency:  Take one tablet by mouth at the same time every day for 28 days.  
Tablets may be swallowed whole or chewed and swallowed.  If chewed, the patient 
should drink a full glass (8 ounces) of liquid immediately after swallowing. 

 How Supplied:  Carton of 5 blister cards; each blister card contains 24 white, round 
(active) chewable tablets containing 1 mg norethindrone acetate and 20 mcg ethinyl 
estradiol and 4 brown, round (non-hormonal placebo) tablets containing 75 mg ferrous 
fumarate. 

 Storage:  Store at 25°C (77°F); excursions permitted to 15 to 30°C (59 to 86°F) 

 Container and Closure System:  Primary packaging consists of unit-dose blisters 
consisting of  blister film and an aluminum  
lidding.  Secondary packaging consists of a rigid  card bonded to the unit-dose 
blister, a  “wallet” or pouch, prescriber and patient package inserts and  
cartons. 

 

 

  1
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APPENDICES   

 APPENDIX A. DATABASE DESCRIPTIONS 

FDA Adverse Event Reporting System (FAERS) 

The FDA Adverse Event Reporting System (FAERS) is a database that contains information on 
adverse event and medication error reports submitted to FDA. The database is designed to 
support the FDA's post-marketing safety surveillance program for drug and therapeutic biologic 
products. The informatic structure of the database adheres to the international safety reporting 
guidance issued by the International Conference on Harmonisation. Adverse events and 
medication errors are coded to terms in the Medical Dictionary for Regulatory Activities 
(MedDRA) terminology.  The suspect products are coded to valid tradenames or active 
ingredients in the FAERS Product Dictionary  (FPD).    

FDA implemented FAERS on September 10, 2012, and migrated all the data from 
the previous reporting system (AERS) to FAERS.    Differences may exist when comparing case 
counts in AERS and FAERS.   FDA validated and recoded product information as the AERS 
reports were migrated to FAERS.  In addition, FDA implemented new search functionality based 
on the date FDA initially received the case to more accurately portray the follow up cases that 
have multiple receive dates.   

FAERS data have limitations. First, there is no certainty that the reported event was actually due 
to the product. FDA does not require that a causal relationship between a product and event be 
proven, and reports do not always contain enough detail to properly evaluate an event. Further, 
FDA does not receive reports for every adverse event or medication error that occurs with a 
product. Many factors can influence whether or not an event will be reported, such as the time a 
product has been marketed and publicity about an event. Therefore, FAERS data cannot be used 
to calculate the incidence of an adverse event or medication error in the U.S. population. 

 

  5
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M E M O R A N D U M DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
____________________________________________________________________________ 
 
DATE: December 4, 2012 
 
TO: Hylton V. Joffe, M.D., M.M.Sc. 

Director, Division of Reproductive and Urologic 
Products 
Office of New Drugs 

 
FROM: Michael F. Skelly, Ph.D. 

Pharmacologist, Bioequivalence Branch 
Division of Bioequivalence and GLP Compliance  
Office of Scientific Investigations 

 
THROUGH: Sam H. Haidar, R.Ph., Ph.D. 

Chief, Bioequivalence Branch 
Division of Bioequivalence and GLP Compliance  
Office of Scientific Investigations  
and 
William H. Taylor, Ph.D. 
Director,  
Division of Bioequivalence and GLP Compliance  
Office of Scientific Investigations  

 
SUBJECT: Review of EIR Covering NDA 203-667, Norethindrone 

Acetate and Ethinyl Estradiol, Sponsored by Warner 
Chilcott (U.S.), LLC 

 
At the request of DRUP, the Division of Bioequivalence and GLP 
Compliance (DBGLPC) conducted an inspection for the following 
bioequivalence study: 
 
Study Number:  PR-08507 
Study Title: “A Study to Assess the Bioavailability of 

Ethinyl Estradiol and Norethindrone 
Following Oral Administration of a WC2061 
Tablet Chewed as Compared to a WC2061 Tablet 
Intact in Healthy Human Volunteers" 

 
The audit included a thorough examination of study records, 
facilities and equipment, and interviews and discussions with 
the firms' management and staff.  The review of the EIR for the 
clinical portion of this study was entered separately into 

Reference ID: 3225659
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DARRTS, because the inspection had already been conducted during 
evaluation of NDA 22-365. 
 
Analytical Site: 

 
Analytical portions of the study were audited at  by ORA 
Investigator Terrance Thomas and OSI/DBGLPC Scientist Michael F. 
Skelly, .  Form FDA 483 was 
issued.   response to the Form FDA 483 observations was 
received at DBGLPC on December 3.  The observations,  
response, and the OSI/DBGLPC evaluation follow: 
 

1) Not all of the chromatograms of Quality Control (QC) 
samples were evaluated consistently in Sequence 3.  
The Internal Standard (IS) peak areas of 3 of 6 QC 
samples were less than the demonstrated linear range 
for their paired analytes.  Although rechromatography 
of extracts confirmed the low IS areas, these 
chromatograms were used to accept data from Sequence 3 
(subjects 206 and 207). 

 
Because the IS peak areas were less than the smallest areas of 
analytes for which accuracy was demonstrated, under the same 
conditions, the IS peak areas could not be quantified 
accurately.  This DBGLPC reviewer believes that data from 
Sequence 3 should have been rejected and the samples from 
subjects 206 and 207 should have been reassayed. 
 

 responded (Attachment) that they will revise SOP 
BAS_RMT_05 in February, to address low sensitivity peaks, and 
that they consider the data from Sequence 3 to be reliable. 
 
This DBGLPC reviewer is not persuaded by  response. 
 

2) The Lower Limit of Quantitation (LLOQ, 2.5 pg/mL 
ethinyl estradiol and 25 pg/mL norethindrone) 
calibrator in Sequence 17 failed to meet the 
acceptance criteria.  The analyst rechromatographed 
the comparable calibrator extract from Sequence 14, 
and substituted its values into the Sequence 17 
calculations. 

 
It was inappropriate to substitute the LLOQ calibrator prepared 
separately, and to substitute values from its rechromatography 
more than 24 hours after the HPLC-MS instrument had been 
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inactive.  During the inspection, we requested recalculation of 
data from Sequence 14, but excluding the LLOQ calibrator.  In 
addition to small changes in the fit of the calibration lines, 
the LLOQ became the next higher calibrator for both analytes.  
The recalculated data tables for subjects 229 and 230 are 
attached in  response. 
 

 responded (Attachment) that they will revise SOP 
BAS_POC_06 in February, to address circumstances such as these. 
 
This DBGLPC reviewer accepts  proposed corrections. 
 
Conclusions: 
 
Following the above inspections, this DBGLPC reviewer recommends 
the following: 
 

• Data from subjects 206 and 207 should be excluded from 
pharmacokinetic calculations. 

• The recalculated data for subjects 229 and 230 (excluding 
the LLOQ calibrator) should be used. 

• All other pharmacokinetic data from study PR-08507, Project 
RA529 are acceptable for review. 

 
Final Classification: 
 
VAI:  

 
CC: 
CDER OSI PM TRACK 
OSI/DBGLPC/Taylor/Haidar/Dejernett/Skelly/CF 
OND/DRUP/Joffe/Mercier 
OCP/DCPIII/Bashaw/Lee/Kim/Yu 
OCP/DCPIII/Li (re: NDA 204-654) 
DAL-DO/HFR-SW1515/Thomas 
ORAHQDFFIIOBBIMO 
Draft: MFS 12/4/12 
Edits: SHH 12/4/12 
DSI: 6375; O:\BE\EIRCOVER\203667.war.noreth.doc 
FACTS: 5 
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Reviewer: 
 

LaiMing Lee Y Clinical Pharmacology 
 

TL: 
 

Myong-Jin Kim Y 

Reviewer: 
 

Sonia Castillo Y Biostatistics  
 

TL: 
 

Mahboob Sobhan N 

Reviewer: 
 

Krishan Raheja Y Nonclinical 
(Pharmacology/Toxicology) 

TL: 
 

Alex Jordan N 

Reviewer: 
 

            Statistics (carcinogenicity) 
 

TL: 
 

            

Reviewer: 
 

            Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements) TL: 

 
            

Reviewer: 
 

Raymond Frankewich Y Product Quality (CMC) 
 

PAL: 
 

Donna Christner Y 

Reviewer: 
 

            Quality Microbiology (for sterile 
products) 

TL: 
 

            

Reviewer: 
 

            CMC Labeling Review  

TL: 
 

            

Reviewer: 
 

            Facility Review/Inspection  

TL: 
 

            

Reviewer: 
 

  OSE/DMEPA (proprietary name) 

TL: 
 

  

Reviewer: 
 

  OSE/DRISK (REMS) 

TL: 
 

            

Reviewer: 
 

  OC/OSI/DSC/PMSB (REMS) 

TL: 
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Reviewer: 
 

Roy Blay Y Bioresearch Monitoring (OSI) 
 

TL: 
 

            

Reviewer: 
 

            Controlled Substance Staff (CSS) 

TL: 
 

            

Other attendees 
 

Audrey Gassman Y 

Other attendees 
 

Darrell Jenkins Y 

Other attendees 
 

Marcus Cato Y 

 
FILING MEETING DISCUSSION: 
   
GENERAL 
 
• 505(b)(2) filing issues? 
 

 
If yes, list issues:       

 
 

  Not Applicable 
  YES 
  NO 

• Per reviewers, are all parts in English or English 
translation? 

 
If no, explain:  

 

  YES 
  NO 

 

• Electronic Submission comments   
 

List comments:       
  

  Not Applicable 
 

CLINICAL 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical study site(s) inspections(s) needed? 
   

If no, explain:  
 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments:       

 
 
If no, for an NME NDA or original BLA , include the 
reason.  For example: 

  YES 
Date if known:   

  NO 
  To be determined 

 
Reason:       
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o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

 

• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• If the application is affected by the AIP, has the 

division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments:       
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to OMPQ? 
 

 
Comments:       
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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filing letter; For NDAs/NDA supplements: see CST for choices) 
 
• notify OMPQ (so facility inspections can be scheduled earlier) 

  Send review issues/no review issues by day 74 
 

 Conduct a PLR format labeling review and include labeling issues in the 74-day letter 
 

 Update the PDUFA V DARRTS page (for NME NDAs in “the Program”) 
 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 

the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found in the CST 
eRoom at:  
http://eroom.fda.gov/eRoom/CDER2/CDERStandardLettersCommittee/0 1685f ] 

 Other 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original 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) 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, or  

(3) 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) 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, and. 

(3) 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 
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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) 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, or 

(3) 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 OND ADRA or OND IO. 
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REGULATORY PROJECT MANAGER  
PHYSICIAN’S LABELING RULE (PLR) FORMAT REVIEW  

OF THE PRESCRIBING INFORMATION 
 

To be completed for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Supplements 
 
Application: NDA 203667 
 
Application Type: Original 
 
Name of Drug: norethindrone acetate/ethinyl estradiol chewable tablets and ferrous fumarate tablets 
 
Applicant: Warner Chilcott Company, LLC 
 
Submission Date: July 9, 2012 
 
Receipt Date: July 9, 2012 

 
Review of the Prescribing Information (PI) 
This review is based on the applicant’s submitted Microsoft Word format of the PI.  The applicant’s proposed 
PI was reviewed in accordance with the labeling format requirements listed in the “Selected Requirements for 
Prescribing Information (SRPI)” checklist (see the Appendix).    

 
Conclusions/Recommendations 
SRPI format deficiencies were identified in the review of this PI.  For a list of these deficiencies see the 
Appendix.   
 
All SRPI format deficiencies of the PI will be conveyed to the applicant in the 74-day letter. The applicant will 
be asked to correct these deficiencies and resubmit the PI in Word format by October 5, 2012.  The resubmitted 
PI will be used for further labeling review. 
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Appendix 

 

Selected Requirements of Prescribing Information (SRPI) 
 

The Selected Requirement of Prescribing Information (SRPI) version 2 is a 48-item, drop-down checklist 
of critical format elements of the prescribing information (PI) based on labeling regulations (21 CFR 
201.56 and 201.57) and labeling guidances. 

 
 
 
 

 
Highlights (HL) 

GENERAL FORMAT  
1. Highlights (HL) must be in two-column format, with ½ inch margins on all sides and in a minimum of 8-

point font.  
      

2. The length of HL must be less than or equal to one-half page (the HL Boxed Warning does not count 
against the one-half page requirement) unless a waiver has been is granted in a previous submission (i.e., 
the application being reviewed is an efficacy supplement).    
      

3. All headings in HL must be presented in the center of a horizontal line, in UPPER-CASE letters and 
bolded. 
      

4. White space must be present before each major heading in HL. 
        

5. Each summarized statement in HL must reference the section(s) or subsection(s) of the Full Prescribing 
Information (FPI) that contains more detailed information. The preferred format is the numerical 
identifier in parenthesis [e.g., (1.1)] at the end of each information summary (e.g. end of each bullet). 
      

6. Section headings are presented in the following order in HL: 
Section Required/Optional 
• Highlights Heading Required 
• Highlights Limitation Statement  Required 
• Product Title  Required  
• Initial U.S. Approval  Required 
• Boxed Warning  Required if a Boxed Warning is in the FPI 
• Recent Major Changes  Required for only certain changes to PI*  
• Indications and Usage  Required 
• Dosage and Administration  Required 
• Dosage Forms and Strengths  Required 

• Contraindications  Required (if no contraindications must state 
“None.”) 

• Warnings and Precautions  Not required by regulation, but should be present 
• Adverse Reactions  Required 
• Drug Interactions  Optional 

YES 

NO 

YES 

YES 

YES 

YES 
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• Use in Specific Populations  Optional 
• Patient Counseling Information Statement Required  
• Revision Date  Required 

* RMC only applies to the Boxed Warning, Indications and Usage, Dosage and Administration, 
Contraindications, and Warnings and Precautions sections. 

      
7. A horizontal line must separate HL and Table of Contents (TOC). 
 
HIGHLIGHTS DETAILS 
 
Highlights Heading 
8. At the beginning of HL, the following heading must be bolded and appear in all UPPER CASE letters: 

“HIGHLIGHTS OF PRESCRIBING INFORMATION”. 
 
Highlights Limitation Statement  
9. The bolded HL Limitation Statement must be on the line immediately beneath the HL heading and must 

state: “These highlights do not include all the information needed to use (insert name of drug product in 
UPPER CASE) safely and effectively. See full prescribing information for (insert name of drug product 
in UPPER CASE).”  
Comment: name of drug product is not in upper case.       

Product Title  
10. Product title in HL must be bolded.  

      

Initial U.S. Approval  
11. Initial U.S. Approval in HL must be placed immediately beneath the product title, bolded, and include 

the verbatim statement “Initial U.S. Approval:” followed by the 4-digit year.      

 

Boxed Warning  
12. All text must be bolded. 

      
13. Must have a centered heading in UPPER-CASE, containing the word “WARNING” (even if more than 

one Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words to 
identify the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”). 
        

14. Must always have the verbatim statement “See full prescribing information for complete boxed 
warning.” centered immediately beneath the heading. 
      

15. Must be limited in length to 20 lines (this does not include the heading and statement “See full 
prescribing information for complete boxed warning.”) 
      

16. Use sentence case for summary (combination of uppercase and lowercase letters typical of that used in a 
sentence). 
           

YES 

YES 

NO 

NO 

YES 

YES 

YES 

YES 

YES 

YES 
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Indications and Usage 
17. If a product belongs to an established pharmacologic class, the following statement is required in the 

Indications and Usage section of HL: [(Product) is a (name of class) indicated for (indication)].”  
      

Dosage Forms and Strengths 
18. For a product that has several dosage forms, bulleted subheadings (e.g., capsules, tablets, injection, 

suspension) or tabular presentations of information is used. 
      

Contraindications 
19. All contraindications listed in the FPI must also be listed in HL or must include the statement “None” if 

no contraindications are known. 
 
20. Each contraindication is bulleted when there is more than one contraindication. 

 
 

Adverse Reactions  
21. For drug products other than vaccines, the verbatim bolded statement must be present: “To report 

SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at (insert 
manufacturer’s U.S. phone number) or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch”.  
      

Patient Counseling Information Statement  
22. Must include one of the following three bolded verbatim statements (without quotation marks):  

 
If a product does not have FDA-approved patient labeling: 
• “See 17 for PATIENT COUNSELING INFORMATION”  
 
 
If a product has FDA-approved patient labeling: 

 
• “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.”  
• “See 17 for PATIENT COUNSELING INFORMATION and Medication Guide.”  
      

Revision Date 
23. Bolded revision date (i.e., “Revised: MM/YYYY or Month Year”) must be at the end of HL.   

 
 

 
 
 
 
 
 
 
 

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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Contents: Table of Contents (TOC) 
 
GENERAL FORMAT 
24. A horizontal line must separate TOC from the FPI. 

       
25. The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC: “FULL 

PRESCRIBING INFORMATION: CONTENTS”. 
      

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

27. 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. 
      

28. All section headings must be bolded and in UPPER CASE.  
      

29. All subsection headings must be indented, not bolded, and in title case. 
      

30. When a section or subsection is omitted, the numbering does not change.  
      

31. If a section or subsection from 201.56(d)(1) is omitted from the FPI and TOC, the heading “FULL 
PRESCRIBING INFORMATION: CONTENTS” must be followed by an asterisk and the following 
statement must appear at the end of TOC: “*Sections or subsections omitted from the Full Prescribing 
Information are not listed.”  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

YES 

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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Full Prescribing Information (FPI) 

GENERAL FORMAT 
32. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded: “FULL 

PRESCRIBING INFORMATION”.  
      

33. All section and subsection headings and numbers must be bolded. 
      

34. The bolded section and subsection headings must be named and numbered in accordance with 21 CFR 
201.56(d)(1) as noted below. If a section/subsection is omitted, the numbering does not change. 

 
Boxed Warning 
1  INDICATIONS AND USAGE 
2  DOSAGE AND ADMINISTRATION 
3  DOSAGE FORMS AND STRENGTHS 
4  CONTRAINDICATIONS 
5  WARNINGS AND PRECAUTIONS 
6  ADVERSE REACTIONS 
7  DRUG INTERACTIONS 
8  USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 
8.2 Labor and Delivery 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 

9  DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
9.2 Abuse 
9.3 Dependence 

10  OVERDOSAGE 
11  DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 
12.4 Microbiology (by guidance) 
12.5 Pharmacogenomics (by guidance) 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
13.2 Animal Toxicology and/or Pharmacology 

14  CLINICAL STUDIES 
15  REFERENCES 
16  HOW SUPPLIED/STORAGE AND HANDLING 
17  PATIENT COUNSELING INFORMATION 

      
 

YES 

YES 

YES 
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35. FDA-approved patient labeling (e.g., Medication Guide, Patient Information, or Instructions for Use) 
must not be included as a subsection under Section 17 (Patient Counseling Information). All patient 
labeling must appear at the end of the PI upon approval. 
      

36. The preferred presentation for cross-references in the FPI is the section heading (not subsection heading) 
followed by the numerical identifier in italics.  For example, [see Warnings and Precautions (5.2)]. 
        

37. If RMCs are listed in HL, the corresponding new or modified text in the FPI sections or subsections must 
be marked with a vertical line on the left edge. 
       

FULL PRESCRIBING INFORMATION DETAILS 
 
Boxed Warning 
38. All text is bolded. 

        
39. Must have a heading in UPPER-CASE, containing the word “WARNING” (even if more than one 

Warning, the term, “WARNING” and not “WARNINGS” should be used) and other words to identify 
the subject of the Warning (e.g., “WARNING: SERIOUS INFECTIONS”). 
      

40. Use sentence case (combination of uppercase and lowercase letters typical of that used in a sentence) for 
the information in the Boxed Warning. 
      

Contraindications 
41. If no Contraindications are known, this section must state “None”. 

      
Adverse Reactions  
42. When clinical trials adverse reactions data is included (typically in the “Clinical Trials Experience” 

subsection of Adverse Reactions), 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.” 

 
 

43. When postmarketing adverse reaction data is included (typically in the “Postmarketing Experience” 
subsection of Adverse Reactions), the following verbatim statement or appropriate modification should 
precede the presentation of adverse reactions: 

 
“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.” 

 
      
 

 

YES 

YES 

N/A 

YES 

YES 

YES 

N/A 

YES 

YES 
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Patient Counseling Information 
44. 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)” 
• “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
• “See FDA-approved patient labeling (Patient Information)" 
• “See FDA-approved patient labeling (Instructions for Use)"       
• “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 

      
 

 

NO 
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