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1 INTRODUCTION 
This memo responds to a request from the Division of Reproductive and Urologic 
Products (DRUP) for a review of the revised carton labeling and container labels for 
Minivelle (Estradiol Transdermal System).  DMEPA’s initial review comments for the 
proposed labels and labeling submitted on April 27, 2012, were communicated to the 
Division on August 15, 2012, via e-mail.  Some of DMEPA’s review comments were 
included in an Advice Letter sent to the Applicant on September 24, 2012 (See Appendix 
A).  The Applicant responded to the recommendations in the Advice Letter and submitted 
revised carton labeling and container labels on October 15, 2012.  DMEPA reviewed the 
revised carton labeling and container labels and provided comments to the Division via e-
mail on October 24, 2012.  In response to those comments, the Applicant sent 
representative revised carton labeling and container labels via e-mail on October 26, 
2012. 

2 MATERIAL REVIEWED 
DMEPA reviewed the representative revised Minivelle 0.5 mg/day carton labeling and 
pouch labels received via e-mail on October 26, 2012 (see Appendix B). 

3 CONCLUSIONS AND RECOMMENDATIONS 
Review of the revised representative carton labeling and pouch labels show that the 
Applicant accepted DMEPA’s recommendations and we find the representative revisions 
acceptable for implementation for each strength.  We have no additional 
recommendations at this time. 

Please copy the Division of Medication Error Prevention and Analysis on any 
communication to the Applicant with regard to this review.  If you have further questions 
or need clarifications on this review, please contact the OSE Regulatory Project Manager, 
Marcus Cato at 301-796-3903. 
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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: From e-mail PI copy (dated 10/25/2012), the margins are not a ½ inch on all sides 

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:  Insert a white space between the following: (1) Highlights Limitation Statement and 
the Product Title and (2) Initial U.S. Approval and the Boxed Warning. 

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:  Insert the reference to the more detailed information in the FPI at the end of the 
summarized statement under the “Dosage Forms and Strengths” heading.      

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 

NO 

YES 

YES 

NO 

NO 

YES 
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• 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 
• 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”). 

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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Comment:        
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:  Boxed Warning is 22, not 20 lines 

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:        

YES 

NO 

YES 

N/A 

N/A 

N/A 

N/A 

YES 

N/A 

YES 
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24. Each contraindication is bulleted when there is more than one contraindication. 
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:  Change www.fda.gov\medwatch to www.fda.gov/medwatch. Delete “Vivelle” from 
the first sentence in the “Adverse Reactions (AR)” Section in Highlights as shown below:  

“Most common adverse reactions (≥5 percent) with Vivelle are: headache, breast 
tenderness, back pain, pain in limb, and nasopharyngitis, dyspepsia, nausea, 
sinusitis, intermenstrual bleeding. (6.1)” 

 
This is because the regulations state that ARs should be from the drug.  The prescriber can use 
the reference to Section 6.1 and learn that the AR profile is from Vivelle.  The Highlights does 
not need the detail of whether these AR are from Minivelle or Vivelle. 

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:        

YES 

NO 

YES 

YES 

YES 

YES 
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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: Boxed warning title in the FPI does not match the title of the boxed warning in the 
TOC      

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:  The title for the boxed warning in the TOC needs to be in upper-case letters to match 
the same title that appears in the HL and FPI       

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. 
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 

NO 
 

 
NO 

YES 

YES 

YES 

YES 

YES 

YES 

YES 
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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 

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) 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. 

YES 

YES 

N/A 

YES 

YES 

YES 
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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 clinical practice.” 

 

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: 
 

N/A 

YES 
 
 

N/A 

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

    

Memorandum 
 

Date: October 23, 2012  
 
To: Samantha Bell 
  Regulatory Project Manager 
  Division of Reproductive and Urologic Products (DRUP) 
   
From: Melinda McLawhorn, PharmD, BCPS 
  Regulatory Review Officer 
  Division of Prescription Drug Promotion (DPDP) 
  Office of Prescription Drug Promotion (OPDP) 
 
  Carrie Newcomer, PharmD 
  Regulatory Review Officer 
  Division of Consumer Drug Promotion (DCDP) 

OPDP 
 
CC:  Mathilda Fienkeng, PharmD, Team Leader (Acting) (DPDP) 
  Mike Sauers, Team Leader (DCDP) 
 
Subject: NDA 203752 

MINIVELLE™(estradiol transdermal system) 
 
   
Background 
 
On March 30, 2012, DRUP consulted OPDP to review the proposed package insert (PI), 
patient package insert (PPI), and carton/container labeling for the original NDA 
submission for MINIVELLE™ (estradiol transdermal system) (Minivelle).   
 
DPDP and DCDP reviewed the PI, PPI, and Instructions for Use (IFU) from the proposed 
substantially complete version retrieved from the eRoom on September 28, 2012, and 
provided comments to DRUP on October 9, 2012.  
 
DPDP and DCDP have reviewed the substantially complete version of the carton and 
container submitted to the electronic document room (EDR Location: 
\\CDSESUB1\EVSPROD\NDA203752\203752.enx) on October 15, 2012.   

Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  
Division of Professional Drug Promotion/Division of Consumer Drug 
Promotion 
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****Pre-decisional Agency Information**** 

    

Memorandum 
 

Date: October 9, 2012  
 
To: Samantha Bell 
  Regulatory Project Manager 
  Division of Reproductive and Urologic Products (DRUP) 
   
From: Melinda McLawhorn, PharmD, BCPS 
  Regulatory Review Officer 
  Division of Prescription Drug Promotion (DPDP) 
  Office of Prescription Drug Promotion (OPDP) 
 
  Carrie Newcomer, PharmD 
  Regulatory Review Officer 
  Division of Consumer Drug Promotion (DCDP) 
  OPDP 
 
CC:  Mathilda Fienkeng, PharmD, Group Leader (DPDP) 
  Michael Sauers, Group Leader (DCDP) 
 
Subject: NDA 203752 

MINIVELLE™(estradiol transdermal system) 
 
   
Background 
 
On March 30, 2012, DRUP consulted OPDP to review the proposed package insert (PI), patient 
package insert (PPI), and carton/container labeling for the original NDA submission for 
MINIVELLE™ (estradiol transdermal system) (Minivelle).   
 
DPDP reviewed the PI from the proposed substantially complete version retrieved from the 
eRoom on September 28, 2012.  Our comments are provided below.  DPDP will review the 
carton/container after the sponsor submits the complete versions.  
 
DCDP notes that the Division of Medical Policy Programs (DMPP) provided comments on the 
draft PPI and Instructions for Use (IFU) on October 1, 2012.  DCDP agrees with DMPP’s 

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion  
Division of Professional Drug Promotion/Division of Consumer Drug 
Promotion 

Reference ID: 3201109



 

      

comments and has provided additional comments directly on DMPP’s review of the PPI and IFU 
(please see attached document below). 
 
Thank you for your consult.  If you have any questions on the PI, please contact Melinda 
McLawhorn at 6-7559 or at Melinda.McLawhorn@fda.hhs.gov. If you have any questions 
on the PPI or IFU, please contact Carrie Newcomer at 6-1233 or at 
carrie.newcomer@fda.hhs.gov 
 

Reference ID: 3201109
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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 Medical Policy Initiatives 
Division of Medical Policy Programs 

 
PATIENT LABELING REVIEW 

Date: October 1, 2012  
 

To: Hylton V. Joffe, M.D., Director 
Division of Reproductive and Urologic Products (DRUP) 
 

Through: LaShawn Griffiths, RN, MSHS-PH, BSN  
Associate Director, Patient Labeling Team 
Division of Medical Policy Programs (DMPP)  
 

Melissa Hulett, RN, BSN, MSBA 
Team Leader, Patient Labeling Team 
Division of Medical Policy Programs (DMPP)  
 

From: Twanda Scales, RN, MSN/Ed. 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP)  
 

Subject: DMPP Review of Patient Labeling (Patient Package Insert 
and Instructions for Use)  

Drug Name:  Minivelle (estradiol transdermal system) 

 

Dosage Form and Route: Topical Patch 
 

Application 
Type/Number:  

 
NDA 203752 

  

Applicant: Noven Pharmaceuticals, Inc. (Noven) 
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1 INTRODUCTION 
 

On December 29, 2011, Noven submitted for the Agency’s review an Original New 
Drug Application (NDA) for estradiol transdermal system indicated for the treatment 
of moderate to severe vasomotor symptoms associated with menopause. 
Additionally, the Applicant submitted for review Requests for Proprietary Name 
Review for  on January 6, 2012 and Minivelle on May 11, 2012. 
Subsequently, on August 8, 2012 the Agency concluded that Minivelle was 
acceptable.  

This review is written in response to a request by the Division of Reproductive and 
Urologic Products (DRUP) for the Division of Medical Policy Programs (DMPP) to 
perform a review of the Applicant’s proposed Patient Package Insert (PPI) and 
Instructions for Use (IFU) for Minivelle (estradiol transdermal system).   

 
2 MATERIAL REVIEWED 
 

• Draft Minivelle (estradiol transdermal system) Patient Package Insert (PPI) and 
Instructions for Use (IFU) received on December 29, 2011, revised by the Review 
Division throughout the review cycle, and received by DMPP on September 24, 
2012.  

• Draft Minivelle (estradiol transdermal system) Prescribing Information (PI) 
received on December 29, 2011, revised by the Review Division throughout the 
review cycle, and received by DMPP on September 24, 2012.   

• Guidance for Industry Noncontraceptive Estrogen Drug Products for the 
Treatment of Vasomotor Symptoms and Vulvar and Vaginal Atrophy Symptoms 
— Recommended Prescribing Information for Health Care Providers and Patient 
Labeling dated November 2005. 

 
3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  In our review of the PPI and IFU the 
target reading level is at or below an 8th grade level. 
 
Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the PPI and IFU 
documents using the Verdana font, size 11. 

Reference ID: 3196912
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In our review of the PPI and IFU we have:  

• simplified wording and clarified concepts where possible 

• ensured that the PPI and IFU is consistent with the prescribing information (PI)  

• removed unnecessary or redundant information 

• ensured that the PPI and IFU meets the criteria as specified in FDA’s Guidance 
for Useful Written Consumer Medication Information (published July 2006) 

 

4 CONCLUSIONS 

The PPI and IFU are acceptable with our recommended changes. 

 

5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP on the 
correspondence.  

• Our review of the PPI and IFU are appended to this memorandum.  Consult 
DMPP regarding any additional revisions made to the PI to determine if 
corresponding revisions need to be made to the PPI or IFU.  

 Please let us know if you have any questions.  

Reference ID: 3196912
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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: June 26, 2012 
 
TO:  Hylton Joffe, M.D. 

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

 
 Dennis Bashaw, Pharm.D. 

Director,  
Division of Clinical Pharmacology III,  
Office of Clinical Pharmacology 
 

FROM: Jyoti B. Patel, Ph.D. 
  Gopa Biswas, Ph.D. 
  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., DABT 
  Director,  
  Division of Bioequivalence and GLP Compliance  
  Office of Scientific Investigations  
 
SUBJECT: Review of EIR Covering NDA 203-752, Estradiol 

Transdermal System ( ) sponsored by Noven 
Pharmaceuticals, Inc. 

 
At the request of the Division of Reproductive and Urologic 
Products (DRUP) and the Division of Clinical Pharmacology III 
(DCPIII), the Division of Bioequivalence and GLP Compliance 
(DBGC), conducted audits of the clinical and analytical portions 
of the following bioequivalence study: 
 
Study Number:  N28-004 
Study Title: “A phase-I, single-center, single-dose, 

open-label, randomized, two-treatment,   
two-way, crossover study to demonstrate 

Reference ID: 3151502
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Page 2 – NDA 203-752, Estradiol Transdermal System ( ) 

bioequivalence of  Estradiol 
Transdermal System (ETS) versus Vivelle® ETS 
in healthy postmenopausal women” 

 
The study was conducted to assess bioequivalence between 

 Estradiol Transdermal System (Test) and Vivelle® 
(Reference) as the primary objective by pharmacokinetic analysis 
of estradiol concentrations in serum. The secondary objectives 
were to assess pharmacokinetics of unconjugated and total 
estrone in serum, patch adhesion, and skin irritation. 
 
The audits of the clinical and analytical portions of the study 
were conducted at Elite Research Institute, Inc., Miami, FL 
(conducted by ORA Investigator Brunilda Torres) and at  

 

The audits 
included a thorough examination of study records, facilities, 
and equipment, and interviews and discussions with the firms’ 
management and staff. 
 
Following the inspections at the clinical and analytical sites, 
no significant objectionable conditions were observed and Form 
FDA 483 was not issued. 
  
Please note that the EIRs are pending. An inspection summary 
addendum will be generated if conclusions change upon receipt 
and review of the EIRs. 
 
Conclusions: 
 
Following the above inspections, the reviewers recommend that 
the data for clinical and analytical portions of study N28-004, 
be accepted for further agency review.  
 
 
Jyoti B. Patel, Ph.D. 
Gopa Biswas, Ph.D. 
Bioequivalence Branch, DBGC, OSI 
 
 
Final Classifications: 
NAI: Elite Research Institute, Inc., Miami, FL 
 FEI 3006560035 
NAI:   
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Reviewer: 
 

            Clinical Microbiology (for antimicrobial 
products) 
  TL: 
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Reviewer: 
 

Chongwoo Yu Y Clinical Pharmacology 
 

TL: 
 

Myong-Jin Kim N 

Reviewer: 
 

Xin Fang Y Biostatistics  
 

TL: 
 

Mahboob Sobhan Y 

Reviewer: 
 

Krishan Raheja Y Nonclinical 
(Pharmacology/Toxicology) 

TL: 
 

Alexander Jordan N 

Reviewer: 
 

            Statistics (carcinogenicity) 
 

TL: 
 

            

Reviewer: 
 

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

 
            

Reviewer: 
 

Caroline Strasinger Y Product Quality (CMC) 
 

TL: 
 

Donna Christner Y 

Reviewer: 
 

            Quality Microbiology (for sterile 
products) 

TL: 
 

            

Reviewer: 
 

            CMC Labeling Review  

TL: 
 

            

Reviewer: 
 

            Facility Review/Inspection  

TL: 
 

            

Reviewer: 
 

Zachary Oleszczuk Y OSE/DMEPA (proprietary name) 

TL: 
 

            

Reviewer: 
 

            OSE/DRISK (REMS) 

TL: 
 

            

Reviewer: 
 

Roy Blay Y OC/OSI/DSC/PMSB (REMS) 

TL: 
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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: IR letter to be sent to Noven      

  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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• 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 

 
 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 at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other 
 

 
 
        
Samantha Bell 
Regulatory Project Manager     Date 
 
Margaret Kober, R.Ph., M.P.A. 
Chief, Project Management Staff     Date 
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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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