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PI = prescribing information

! The established pharmacologic class (EPC) that appears in the final draft PI.

This Study Endpoints and Labeling Development (SEALD) Director Sign-Off review of the end-of-
cycle, draft prescribing information (PI) for critical format elements reveals outstanding labeling
format deficiencies that must be corrected before the final PI is approved. After these outstanding
labeling format deficiencies are corrected, the SEALD Director will have no objection to the
approval of this PIL.

The critical format elements include labeling regulation (21 CFR 201.56 and 201.57), labeling
guidance, and best labeling practices (see list below). This review does not include every
regulation or guidance that pertains to PI format.

Guide to the Selected Requirements of Prescribing Information (SRPI) Checklist: For each SRPI
item, one of the following 3 response options is selected:

e NO: The PI does not meet the requirement for this item (deficiency).
e YES: The PI meets the requirement for this item (not a deficiency).
e N/A (not applicable): This item does not apply to the specific PI under review.
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Selected Requirements of Prescribing Infor mation

Highlights (HL)

GENERAL FORMAT

YES 1. Highlights (HL) must be in two-column format, with 2 inch margins on all sides and in a
minimum of 8-point font.

Comment:

YES 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 theFiling 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 NDAYBLAsand 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:

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

Comment:
NO 4. White space must be present before each major heading in HL.

Comment: Insert white space before the “ Product Title” heading. Delete extra white space
before the “ Drug Interaction” heading.

NO 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: Delete the numerical identifier (5.2) placed in the middle of the information
summary of the first bullet under the “ Warnings and Precautions’ heading in HL.

YES © Section headings are presented in the following order in HL:

Section Required/Optional
e Highlights Heading Required
e Highlights Limitation Statement Required
e Product Title Required
e Initial U.S. Approval Required
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YES

YES

YES

YES

YES

N/A

N/A

Selected Requirements of Prescribing Information

e Boxed Warning Required if a Boxed Warning is in the FPI

e Recent Major Changes Required for only certain changes to PI*

e Indications and Usage Required

e Dosage and Administration Required

e Dosage Forms and Strengths Required

e Contraindications Required (if no contraindications must state “None.”)
e Warnings and Precautions Not required by regulation, but should be present
e Adverse Reactions Required

e Drug Interactions Optional

e Use in Specific Populations Optional

e Patient Counseling Information Statement | Required

e 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:

HIGHLIGHTSDETAILS

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”).
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N/A

N/A

N/A

N/A

N/A

N/A

N/A

YES

N/A

YES

Selected Requirements of Prescribing Information

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:

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:

I ndications 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:
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Selected Requirements of Prescribing Information

YES 24. Each contraindication is bulleted when there is more than one contraindication.
Comment:

Adver se Reactions

YES 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

YES 26 Must include one of the following three bolded verbatim statements (without quotation marks):

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

If a product has FDA-approved patient labeling:
e “See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.”

e “Seel7 for PATIENT COUNSELING INFORMATION and Medication Guide.”
Comment:

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

Contents. Table of Contents (TOC)

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

YES 29- The following bolded heading in all UPPER CASE letters must appear at the beginning of TOC:
“FULL PRESCRIBING INFORMATION: CONTENTS".

Comment:

YES 30. The section headings and subheadings (including title of the Boxed Warning) in the TOC must
match the headings and subheadings in the FPIL.

Comment:

N/A 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:
YES 32. All section headings must be bolded and in UPPER CASE.
Comment:
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Selected Requirements of Prescribing Information

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

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

YES 35. If asection 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 I nformation (FPI)

GENERAL FORMAT

YES 36. The following heading must appear at the beginning of the FPI in UPPER CASE and bolded:
“FULL PRESCRIBING INFORMATION".

Comment:
yES 37 Allsection and subsection headings and numbers must be bolded.
Comment:

YES 3% 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 INDICATIONSAND USAGE
2 DOSAGE AND ADMINISTRATION
3 DOSAGE FORMSAND STRENGTHS
4 CONTRAINDICATIONS
5 WARNINGSAND 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 M echanism of Action
12.2 Phar macodynamics
12.3 Phar macokinetics
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YES

YES

N/A

N/A

N/A

N/A

N/A

YES

39.

40.

41.

Selected Requirements of Prescribing Information

12.4 Microbiology (by guidance)
12.5 Phar macogenomics (by guidance)
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, M utagenesis, | mpairment of Fertility
13.2 Animal Toxicology and/or Phar macology
14 CLINICAL STUDIES
15 REFERENCES
16 HOW SUPPL IED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

Comment:

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:

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:

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.

43.

44,

All text is bolded.
Comment:

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: SERIOUSINFECTIONS”).

Comment:

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:

Adver se 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:
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Selected Requirements of Prescribing Information

“ 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:

YES

“ The following adver se 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 I nfor mation

YES 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:

e “See FDA-approved patient labeling (Medication Guide)”
o “See FDA-approved patient labeling (Medication Guide and Instructions for Use)”
o “See FDA-approved patient labeling (Patient Information)"

o “See FDA-approved patient labeling (Instructions for Use)"
e “See FDA-approved patient labeling (Patient Information and Instructions for Use)”

Comment:
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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 and Labeling Review

Date: December 17, 2012
Reviewer: 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
Drug Name(s): Skyla (Levonorgestrel-releasing Intrauterine System)
13.5mg

Application Type/Number: NDA 203159

Applicant: Bayer Healthcare
OSE RCM #: 2011-4677-2

*** 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 revised container labels, carton labeling, and Patient Booklet
labeling for Skyla (Levonorgestrel-containing Intrauterine System) 13.5 mg submitted in
response to the Division of Medication Error Prevention and Analysis’ (DMEPA) previous
comments to the Applicant in OSE Review #2011-4677-1, dated November 18, 2012.

2 MATERIALS REVIEWED
The revised container labels, carton labeling, and Patient Booklet labeling submitted on
December 10, 2012 (see Appendix A) and OSE Review #2011-4677-1, dated
November 18, 2012, were evaluated to assess whether the revisions adequately address our
concerns from a medication error perspective.

3 CONCLUSIONS AND RECOMMENDATIONS

The revised container labels and carton labeling address all of DMEPA’s previous
concerns. Thus, we find the revised container labels, carton labeling, and Patient Booklet
labeling acceptable and have no additional comments to the Applicant 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, please contact OSE Regulatory Project Manager, Marcus Cato, at
301-796-3903.

4 Page(spf Draft LabelinghavebeenWithheldin Full asb4 (CCI/TS)immediatelyfollowing this page
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Center for Drug Evaluation and Research

Office of Prescription Drug Promotion

Division of Professional Drug Promotion/Division of Consumer Drug
Promotion

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

Memorandum
Date: December 13, 2012
To: Charlene Williamson

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)

Through: Mathilda Fienkeng, PharmD, Acting Group Leader (DPDP)
CC: Jessica Cleck-Derenick, PhD, Regulatory Review Officer (DPDP)
Subject: NDA 203159

SKYLA™ (levonorgestrel-releasing intrauterine system)

Background

On March 9, 2012, DRUP consulted OPDP to review the proposed package insert (Pl), patient
package insert (PPI), and carton/container labeling for the original NDA submission for SKYLA™
(levonorgestrel-releasing intrauterine system) (Skyla).

DPDP reviewed the Pl from the proposed substantially complete version retrieved from the
eRoom on December 9, 2012. Our comments are provided below. DPDP also reviewed the
carton/container labeling submitted to the electronic document room on November 9, 2012. Our
comments are provided in the attachment.

On December 12, 2012, the Division of Consumer Drug Promotion (DCDP) provided comments
on the PPl under a separate cover.

Thank you for your consult. If you have any questions on the Pl or carton/container
labeling, please contact Melinda McLawhorn at 6-7559 or at
Melinda.McLawhorn@fda.hhs.gov.

Bayer Response to FDA Comments Skyla 06 Dec 2012

26 Page(spf Draft LabelinghavebeenWithheldin Full asb4 (CCI/TS)immediately
following this page
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Department of Health and Human Services

Public Health Service
Food and Drug Administration

Center for Drug Evaluation and Research

Date:

To:

Through:

From:

Subject:

Drug Name (established
name), Dosage Form
and Route:

Application
Type/Number:

Applicant:

Reference ID: 3226156

Office of Medical Policy Initiatives

Division of Medical Policy Programs

PATIENT LABELING REVIEW

December 5, 2012

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

LaShawn Griffiths, MSHS-PH, BSN, RN
Associate Director for Patient Labeling
Division of Medical Policy Programs (DMPP)
Melissa Hulett, RN, BSN, MSBA

Team Leader, Patient Labeling Team
Division of Medical Policy Programs

Robin Duer, MBA, BSN, RN
Senior Patient Labeling Reviewer
Division of Medical Policy Programs

DMPP Review of Patient Labeling (Patient Package Insert)

SKYLA (levonorgestrel-releasing intrauterine system)

NDA 203159

Bayer Healthcare Pharmaceuticals, Inc.



1 INTRODUCTION

On December 9, 2011, Bayer Pharmaceuticals submitted for the Agency’s review a
new drug application (NDA) for SKYLA (levonorgestrel-releasing intrauterine
system). SKYLA is indicated for the prevention of pregnancy for up to three years
and provides for a smaller size system to facilitate insertion in nulliparous women. A
silver ring was added to this system to facilitate detection and aid in differentiation
of SKYLA from other intrauterine device systems during ultrasound examination.

On August 10, 2012 Bayer submitted a major amendment to this NDA following the
Agency’s information request, so a 90 day review extension was invoked.

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
provide a review for the Applicant’s proposed Patient Information (PPI) for SKYLA
(levonorgestrel-releasing intrauterine system).

2 MATERIAL REVIEWED

e Draft SKYLA (levonorgestrel-releasing intrauterine system) Patient Information
(PPI) received on December 9, 2011, revised by the Review Division throughout
the current review cycle, and received by DMPP on November 30, 2012

e Draft SKYLA (levonorgestrel-releasing intrauterine system) Prescribing
Information (P1) received on December 9, 2011, revised by the Review Division
throughout the current review cycle and received by DMPP on November 30,
2012

e Approved MIRENA (levonorgestrel-releasing intrauterine system) comparator
labeling dated October 1, 2009

3 REVIEW METHODS

To enhance patient comprehension, materials should be written at a 6" to 8" grade
reading level, and have a reading ease score of at least 60%. A reading ease score of
60% corresponds to an 8" grade reading level. In our review of the PPI the target
reading level is at or below an 8" 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 PPl document
using the Verdana font, size 11.

In our review of the PPI we have:

e simplified wording and clarified concepts where possible

Reference ID: 3226156



e ensured that the PPI is consistent with the prescribing information (PI)
e removed unnecessary or redundant information

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

e ensured that the PPI is consistent with the approved comparator labeling where
applicable.

4 CONCLUSIONS
The PPI is acceptable with our recommended changes.

5 RECOMMENDATIONS

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

e Qur review of the PPI is appended to this memo. Consult DMPP regarding any
additional revisions made to the PI to determine if corresponding revisions need
to be made to the PPI.

Please let us know if you have any questions.

19 Page(spf Draft LabelinghavebeenWithheldin Full asb4 (CCI/TS)immediatelyfollowing this page
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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 and Labeling Review

Date: November 15, 2012
Reviewer: 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
Drug Name(s): Skyla (Levonorgestrel-releasing Intrauterine System)
13.5mg

Application Type/Number: NDA 203159

Applicant: Bayer Healthcare
OSE RCM #: 2011-4677-1

*** 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 revised container labels, carton labeling, and Patient Booklet
labeling for Skyla (Levonorgestrel-containing Intrauterine System) 13.5 mg submitted on
November 9, 2012. DMEPA previously reviewed the proposed labels and labeling under
OSE Review #2011-4677, dated September 21, 2012.

2 MATERIALS REVIEWED

DMEPA reviewed the revised Primary Package container label, Secondary Carton labeling,
and Patient Booklet Cover labeling submitted on November 9, 2012 (see Appendix A).

We compared the revised labels and labeling against the recommendations contained in
OSE review #2011-4677, dated September 21, 2012 to assess whether the revisions
adequately address our concerns from a medication error perspective.

3 CONCLUSIONS AND RECOMMENDATIONS

The revised container labels and carton labeling address all of DMEPA’s previous
concerns. However, there are still areas of the revised container labels and carton labeling
that can introduce vulnerability to medication errors. The established name in the revised
labels and labeling appears to lack commensurate prominence to the proprietary name in
accordance with 21 CFR 201.10(g)(2).

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, please contact OSE Regulatory Project Manager, Marcus Cato, at
301-796-3903.

4 COMMENTS TO THE APPLICANT

General Comments on Primary Package Container Label, Secondary Carton Labeling,
and Patient Booklet Cover Labeling

e Ensure the established name is at least ¥ the size of the proprietary name, taking
into account all pertinent factors including typography, layout, contrast, and other
printing features [21 CFR 201.10(g)(2)].

4 Page(spf Draft LabelinghavebeenWithheldin Full asb4 (CCI/TS)immediatelyfollowing
this page
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:

TO:

FROM:

THROUGH:

SUBJECT:

NDA:

APPLICANT:

DRUG:
NME:

CLINICAL INSPECTION SUMMARY

August 10, 2012

Charlene Williamson, Regulatory Project Manager
Ronald Orleans, M.D., Medical Officer

Lisa Soule, M.D., Clinical Team Leader

Division of Reproductive and Urologic Products

Janice Pohlman, M.D., M.P.H.

Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

Susan Thompson, M.D.

Acting Branch Chief

Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

Evaluation of Clinical Inspections

203159

Bayer HealthCare Pharmaceuticals, Inc.

Skyla™ (levonorgestrel-releasing intrauterine system)
No

THERAPEUTIC CLASSIFICATION: Standard review

INDICATIONS:

Prevention of pregnancy for 3 years

CONSULTATION REQUEST DATE: March 6, 2012
INSPECTION SUMMARY GOAL DATE: August9, 2012
DIVISION ACTION GOAL DATE: October 9, 2012
PDUFA DATE: October 9, 2012

l. BACKGROUND:
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Page 2 Clinical Inspection Summary
NDA 203159, Skyla™

The LCS 12 is a low-dose levonorgestrel contraceptive intrauterine delivery system. It consists

of a hormone-elastomer reservoir mounted on a T-shaped polyethylene frame (T-body). The

reservoir is covered by a polydimethylsiloxane (PDMS) membrane 2
The proposed indication for LCS12 is to prevent pregnancy for up to 3 years.

The Applicant submitted the results of a single Phase 3 trial to support this application.

Study A52238 (Protocol 310442) was a multi-center, open-label, randomized study to assess
the safety and contraceptive efficacy of two doses (in vitro 12 pg/24 hr and 16 pg/24 hr) of the
ultra low dose levonorgestrel contraceptive intrauterine system for a maximum of 3 years in

women 18-35 years of age with an extension phase of the 16 pug/24 hr dose group up to 5 years.

The primary efficacy variable was the pregnancy rate calculated as the Pearl Index (PI). The PI

was calculated by dividing the number of pregnancies by the number of woman years of

exposure.

A total of 3661 women were screened and 2885 women were randomized. Of these, LCS
insertion was either successful or at least attempted for 2884 women (LCS12: 1432, LCS16:
1452). These 2884 women were included in the full analysis set (FAS) which was used in

efficacy and safety analyses.

Il.  RESULTS (by Site):
Site # and Protocol # and Inspection Date Final Classification™
Name of CI # of Subjects
Site # 2439 Study A52238 April 23 - 30, NAI
Melvin Seid, M.D. (Protocol 310442) 2012 (preliminary)
Lyndhurst Gynecologic Association
2927 Lyndhurst Ave. 59 subjects
Winston-Salem, NC 27103
Site #2403 Study A52238 July9-13,2012 | VAI
Keith Aqua, M.D. (Protocol 310442) (preliminary)
Visions Clinical Research
8188 Jog Rd., Suite 204 51 subjects
Boynton Beach, FL 33437
Site #1606 Study A52238 May 7-11,2012 | NAI
Kirsi Rinne, M.D. (Protocol 310442) (preliminary)
Ladkariasema Cantti Oy
Hapeldhteenkatu 40 38 subjects
Kuopio 70110
Finland
Site # 1609 Study A52238 May 14 — 18, NAI
Dr. Tarja Jarvi (Protocol 310442) 2012 (preliminary)
Terveystalo Hemo Oy
Aleksanterinkatu 13, 3krs 81 subjects
Lahti 15110
Finland

* Key to Classifications

Reference ID: 3172923
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Clinical Inspection Summary
NDA 203159, Skyla™

NAI = No deviation from regulations.

VAI = Deviation(s) from regulations.

OAI = Significant deviations from regulations. Data unreliable.

Pending = Preliminary classification based on information in 483 or preliminary

communication with the field; EIR has not been received from the field, and complete
review of EIR is pending.

1. Melvin Seid, M.D.
Lyndhur st Gynecologic Association
2927 Lyndhurst Ave.
Winston-Salem, NC 27103

a.

What was inspected: At this site, 79 subjects were screened, 59 subjects were
randomized, and 15 subjects completed the study as of April 30, 2012. Nine
subjects continued into the extension phase of the study. A total of 59 subjects’
records were reviewed. Various portions of the case report forms were
compared with patient files, laboratory test records, and other raw data.
Attention was directed to patient eligibility criteria, verification of primary
efficacy endpoint data, concomitant medications, laboratory reports, and
adverse event reporting. Additionally the clinical site monitoring record, drug
accountability log, and IRB correspondence were reviewed.

General observations/commentary: Consistent with the routine clinical
investigator compliance program assessments, during the inspection data found
in source documents and those measurements reported by the Applicant to the
Agency in NDA 203159 were compared and verified. The primary efficacy
endpoint data were verifiable. One ectopic pregnancy occurred at this site
(Subject #243905). There was no under-reporting of adverse events with the
exception of two minor adverse events (cold symptoms and mole removal) in
one subject.

Assessment of data integrity: The study appears to have been conducted adequately,
and the data generated by this site appear acceptable in support of the respective
indication.

Note: Observations noted above are based on communications with the field
investigator; an inspection summary addendum will be generated if conclusions
change upon receipt and review of the EIR.

2. Keith Aqua, M.D.
Visions Clinical Research
8188 Jog Rd., Suite 204
Boynton Beach, FL 33437

a.

Reference ID: 3172923

What was inspected: At this site, 72 subjects were screened, 51 subjects were
randomized, and 21 subjects completed the study. Eleven subjects continued
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into the extension phase of this study. The inspection included, but was not
limited to, 100% review of subjects’ informed consent documents, source
documents and corresponding CRFs pertaining to randomized subjects, drug
accountability records, correspondence generated by the sponsor and IRB, and
site monitoring records on file.

b. General observations/commentary: Consistent with the routine clinical
investigator compliance program assessments, during the inspection, data found
in source documents and those measurements reported by the Applicant to the
Agency in support of NDA 203159 were compared and verified. There was no
under-reporting of adverse events except for a single adverse event in a subject
with an abnormal cervical smear at her early termination visit which was
recorded as an AE in the source document but not in the CRF. Generally, the
study was executed in accordance with Good Clinical Practices. However, a
Form FDA 483 was issued to the clinical investigator for:
1. An investigation was not conducted in accordance with the
investigational plan. Specifically,
a. Per protocol, subjects with ovarian cysts measuring > 3 cm
were to be excluded from the study. The ultrasound
performed at screening on Subject #240352, revealed a cyst
measuring 3.3 cm. On 3/12/08, the subject was randomized
to receive the study drug.
b. The eligibility of some of the participating subjects was signed off
(confirmed) prior to receiving all required laboratory testing results.
For example, as part of the laboratory testing procedures, subjects
were tested for presence of Chlamydia trachomatis. Subject
#240305, was randomized on 11/5/07 prior to receiving negative test
results.
c. During a three month follow-up call dated 2/8/09, the site became
aware that Subject #240364 had terminated her pregnancy in January
2009. A complete investigation/review was not conducted to
determine if the conception had occurred during treatment with
study drug prior to the subject’s LCS expulsion that occurred on
10/22/08. Efforts initiated by the research site were limited to a
request for medical records that were never received.

2. Failure to prepare or maintain accurate case histories with respect to
observations and data pertinent to the investigation. Specifically, on
10/22/08, Subject #240364 experienced an LCS expulsion. The study Early
Termination Visit was performed on 11/3/08. The result of the urine
pregnancy test performed at the referenced study visit was not recorded on
the corresponding visit source document form.

OS Reviewer Comment: In a letter dated July 24, 2012, the clinical investigator, Dr.

Agua responded to the items cited in the Form FDA 483. Regarding 1a above, protocol
amendment 2 allowed for patients with cysts of any size to be randomized if the cyst

Reference ID: 3172923
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was deemed to be not clinically significant. Item 1b regarding review of required
laboratory testing prior to randomization was due to oversight. Regarding item 1c and
2, medical records related to the termination of the pregnancy were requested. At the
time of the Early Termination Visit, a pregnancy test had been performed as evidenced
by the recording of the lot number and expiration date of the test. Despite this record,
the result of the pregnancy test was not recorded.

c. Assessment of data integrity: Not withstanding the issues noted above, the study
appears to have been conducted adequately, and the data generated by this site appear
acceptable in support of the respective indication.

Note: Observations noted above are based on the Form FDA 483 and communications
with the field investigator; an inspection summary addendum will be generated if
conclusions change upon receipt and review of the EIR.

3. Kirs Rinne, M.D.
L &dkériasema Cantti Oy
Hapelahteenkatu 40
70110 Kuopio
Finland

a. What was inspected: At this site, 42 subjects were screened, 38 subjects were
enrolled, and 29 patients continued the study through Week 36 (Visit 10).
Informed consent documents for all 42 subjects were reviewed. Fourteen
subjects’ records were reviewed in depth. Record review included, but was not
limited to, inclusion/exclusion eligibility criteria, verification of visit schedule
compliance, laboratory reports, and study outcome. Additional components of
the audit included review of correspondence with the sponsor/monitor and
Ethics Committee, and drug accountability records. The study was not
conducted under IND at this site, so there was no Form FDA 1572 available to
review.

b. General observations/commentary: Consistent with the routine clinical
investigator compliance program assessments, during the inspection, data found
in source documents and those measurements reported by the Applicant to the
Agency in NDA 203159 were compared and verified. The primary efficacy
endpoint data were verifiable. No pregnancies were reported at this site. There
was no under-reporting of adverse events except for minor adverse events (hair
loss and varicose veins) in two subjects.

c. Assessment of data integrity: The study appears to have been conducted adequately,
and the data generated by this site appear acceptable in support of the respective

indication.

Note: Observations noted above are based on communications with the field
investigator; an inspection summary addendum will be generated if conclusions

Reference ID: 3172923
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change upon receipt and review of the EIR.

4. Dr.TarjaJarvi
Terveystalo Hemo Oy
Aleksanterinkatu 13, 3krs
Lahti 15110
Finland

a. What was inspected: At this site, 89 subjects were screened, 81 subjects were
enrolled, and 66 patients continued the study until completion (31 of whom
continued into the extension phase). Informed consent documents for all 89
subjects were reviewed. The data audit consisted of a review of study source
documents and CRFs to verify protocol compliance, accuracy, and
completeness of records. Seventeen subjects’ records were reviewed in depth.
The review included inclusion/exclusion eligibility criteria, verification of visit
schedule compliance, laboratory reports, and study outcome. Additional
components of the audit included review of drug accountability records, site
initiation and training records, and correspondence with the sponsor/monitor
and Ethics Committee. The study was not conducted under IND at this site, so
there was no Form FDA 1572 available to review.

b. General observations/commentary: All 89 subjects had signed and dated the
informed consent form. Consistent with the routine clinical investigator
compliance program assessments, during the inspection, data found in source
documents and those measurements reported by the Applicant to the Agency in
NDA 203159 were compared and verified. The primary efficacy endpoint data
were verifiable. One pregnancy (blighted ovum) was reported at this site. There
was no under-reporting of adverse events except for one non-serious adverse
event (increased migraines) in one subject.

c. Assessment of data integrity: The study appears to have been conducted adequately,
and the data generated by this site appear acceptable in support of the respective
indication.

Note: Observations noted above are based on communications with the field
investigator; an inspection summary addendum will be generated if conclusions
change upon receipt and review of the EIR.

1. OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS

The preliminary classification for the inspection of Drs. Seid, Rinne, and Jarvi is No

Action Indicated (NAI). The preliminary classification for the inspection of Dr. Aqua is

Voluntary Action Indicated (VAI).

Based on the review of preliminary inspection findings for Drs. Seid, Aqua, Rinne, and
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Jarvi, the study data for Study A52238 (Protocol 310442) submitted by the Applicant
appears reliable in support of NDA 203159.

Note: The observations noted above are based on the Form FDA 483 and communications
with the field investigators; an inspection summary addendum will be generated if
conclusions change upon receipt and review of the EIRs.

{See appended electronic signature page}
Janice Pohlman, M.D., M.P.H.

Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

CONCURRENCE:

{See appended electronic signature page}

Susan Thompson, M.D.

Acting Branch Chief

Good Clinical Practice Assessment Branch
Division of Good Clinical Practice Compliance
Office of Scientific Investigations

Reference ID: 3172923



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

JANICE K POHLMAN
08/10/2012

SUSAN D THOMPSON
08/10/2012
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RPM FILING REVIEW
(Including Memo of Filing Meeting)
To be completed for all new NDAs, BLAs, and Efficacy Supplements [except SES (labeling
change with clinical data) and SE9 (manufacturing change with clinical data]

NDA # 203159 NDA Supplement #:S-
BLA# BLA STN #

Proprietary Name: Skyla Intrauterine System
Established/Proper Name: Levonorgestrel

Dosage Form: intrauterine system

Strengths: 13.5 mg

Applicant: Bayer Healthcare Pharmaceuticals, Inc.
Agent for Applicant (if applicable):

Date of Application: December 9, 2011

Date of Receipt: December 9, 2011

Date clock started after UN:
PDUFA Goal Date: October 9, 2012 Action Goal Date (if different):
Filing Date: February 7, 2012 Date of Filing Meeting: January 30, 2012

Chemical Classification: (1,2,3 etc.) (original NDAs only) 3
Proposed indication(s)/Proposed change(s): Prevention of pregnancy for up to 3 years

Type of Original NDA: 505(b)(1)
AND (if applicable) [1505(b)(2)

Type of NDA Supplement: [ 1505(b)(1)
[1505(b)(2)

If 505(b)(2): Draft the “505(b)(2) Assessment” form found at:

hitp:/finside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027499
and refer to Appendix A for further information.

Review Classification: Standard
[] Priority

If the application includes a complete response to pediatric WR, review
classification is Priority.

[] Tropical Disease Priority

If a tropical disease priority review voucher was submitted, review Review Voucher submitted

classification is Priority.

Resubmission after withdrawal? [ ] | Resubmission after refuse to file? [ ]

Part 3 Combination Product? [_] [_] Convenience kit/Co-package

[] Pre-filled drug delivery device/system

If yes, contact the Office of Combination [] Pre-filled biologic delivery device/system

Products (OCP) and copy them on all Inter- | "] Device coated/impregnated/combined with drug
Center consults [] Device coated/impregnated/combined with biologic
] Drug/Biologic

[[] Separate products requiring cross-labeling

[] Possible combination based on cross-labeling of separate
products

[ ] Other (drug/device/biological product)

Version: 9/28/11 1
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[ ] Fast Track []1PMC response
[] Rolling Review [ PMR response:
(] Orphan Designation [ 1 FDAAA [505(0)]
[L] PREA deferred pediatric studies [21 CFR
[] Rx-t0-OTC switch, Full 314.55(b)/21 CFR 601.27(b)]
[] Rx-to-OTC switch, Partial [] Accelerated approval confirmatory studies (21 CFR
] Direct-to-OTC 314.510/21 CFR 601.41)
[] Animal rule postmarketing studies to verify clinical
Other: benefit and safety (21 CFR 314.610/21 CFR 601.42)

Collaborative Review Division (if OTC product):

Llst referenced IND Number(s): 73505

‘Dates/Product Names/Classification Proy

LPDUFA and Action Goal dates correct in tracking system? X

If no, ask the document room staff to correct them immediately.
These are the dates used for calculating inspection dates.

Are the proprietary, established/proper, and applicant names | X
correct in tracking system?

If no, ask the document room staff to make the corrections. Also,
ask the document room staff to add the established/proper name
to the supporting IND(s) if not already entered into tracking
system.

Is the review priority (S or P) and all appropriate X
classifications/properties entered into tracking system (e.g.,
chemical classification, combination product classification,
505(b)(2), orphan drug)? For NDAs/NDA supplements, check
the Application and Supplement Noftification Checklists for a list

of all classifications/properties at:
http://insid 0v:9003/CDER/OfficeofBusinessProcess. ort/ucml63970.ht
m

If no, ask the document room staff to make the appropriate

! entrles _
Application Integri

Ts the application affected by the Appllcatlon Integrity Pollcy
(AIP)? Check the AIP list at:

http://www.fda. gov/ICECI/EnforcementActions/ApplicationIntegrity Policy/default
.ﬁtm

If yes, explain in comment column.

If affected by AIP, has OC/DMPQ been notified of the

submission? If yes, date notlﬁed
User Fees :

Is Form 3397 (User F ee Cover Sheet) lncluded with
authorized signature?

Version: 9/28/11 2
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User Fee Status Payment for this application:

If a user fee is required and it has not been paid (and it Paid
is not exempted or waived), the application is ] Exempt (orphan, government)

unacceptable for filing following a 5-day grace period. [] Waived (e.g., small business, public health)
Review stops. Send Unacceptable for Filing (UN) letter D Not required

and contact user fee staff.

Payment of other user fees:

If the firm is in arrears for other fees (regardless of ] Not in arrears
whether a user fee has been paid for this application), ] In arrears

the application is unacceptable for filing (5-day grace
period does not apply). Review stops. Send UN letter

and contact the user fee staff.

AN

omment

Is the apphcatlon for a duphcate of a listed drug and eligible
for approval under section 505(j) as an ANDA?

Is the application for a duplicate of a listed drug whose only
difference is that the extent to which the active ingredient(s)
is absorbed or otherwise made available to the site of action
is less than that of the reference listed drug (RLD)? [see 21
CFR 314.54(b)(1)].

Is the application for a duplicate of a listed drug whose only
difference is that the rate at which the proposed product’s
active ingredient(s) is absorbed or made available to the site
of action is unintentionally less than that of the listed drug
[see 21 CFR 314.54(b)(2)]?

If you answered yes to any of the above questions, the application
may be refused for filing under 21 CFR 314.101(d)(9). Contact
the (b)(2) review staff in the Immediate Office of New Drugs

Is there unexpired exclusivity on the active moiety (e.g., 5-
year, 3-year, orphan or pediatric exclusivity)?

Check the Electronic Orange Book at:

http://www.accessdata. fda.gov/scripts/cder/ob/default.cfm

If yes, please list below:

Application No. Drug Name Exclusivity Code Exclusivity Expiration

If there is unexpired, 5-year exclusivity remaining on the active moiety for the proposed drug product, a 505(b)(2)
application cannot be submitted until the period of exclusivity expires (unless the applicant provides paragraph IV
patent certification; then an application can be submitted four years after the date of approval,) Pediatric
exclusivity will extend both of the timeframes in this provision by 6 months. 21 CFR 108(b)(2). Unexpired, 3-year
exclusivity will only block the approval not the submzsszon of a 505(b)(2) agplzcatzon

Exclusivity Comment

Does another product (same actlve mmety) have orphan
exclusivity for the same indication? Check the Orphan Drug

Designations and Approvals list at:
http://www.accessdata. fda.gov/scripts/opdlisting/oopd/index.cfin

Version: 9/28/11 3
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If another product has orphan exclusivity, is the product
considered to be the same product according to the orphan
drug definition of sameness [see 21 CFR 316.3(b)(13)]?

If yes, consult the Director, Division of Regulatory Policy 11,
Office of Regulatory Policy

Has the applicant requested 5-year or 3-year Waxman-Hatch | X
exclusivity? (NDAs/NDA efficacy supplements only)

If yes, # years requested: 3 years

Note: An applicant can receive exclusivity without requesting it;
therefore, requesting exclusivity is not required,

Is the proposed product a single enantiomer of a racemic drug X
previously approved for a different therapeutic use (NDAs
only)?

If yes, did the applicant: (a) elect to have the single
enantiomer (contained as an active ingredient) not be
considered the same active ingredient as that contained in an
already approved racemic drug, and/or (b): request
exclusivity pursuant to section 505(u) of the Act (per
FDAAA Section 1113)?

If yes, contact Mary Ann Holovac, Director of Drug Information,
OGD/DLPS/LRB.

e

All paper (except for COL)

X All electronic
Do not check mixed submission if the only electronic component | [ Mixed (paper/electronic)
is the content of labeling (COL).

CTD
[ Non-CTD
[ ] Mixed (CTD/non-CTD)

If mixed (paper/electronic) submission, which parts of the
appllcatlon are submltted in electromc format‘7

If electromc submnssnoni, does it follow the eCTD X
guidance?’
If not, explain (e.g., waiver granted).

Index: Does the submission contain an accurate
comprehensive index?

Is the submission complete as required under 21 CFR 314.50
(NDAs/NDA efficacy supplements) or under 21 CFR 601.2
(BLAs/BLA efficacy supplements) including;

1

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/ucm072349.

pdf

Version: 9/28/11 4
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X legible

English (or translated into English)

pagination

navigable hyperlinks (electronic submissions only)

If no, explain.

BLAs only: Companion application received if a shared or
divided manufacturing arrangement?

Electromc forms and certifications with electronic signatures (scanned, digital, or electronic — sxmzlar to DA RRTS
e.g., /s/) are acceptable. Otherwise, paper forms and certifications with hand-written signatures must be included.
Forms include: user fee cover sheet (3397), application form (356h), patent information (3542a), financial
disclosure (3454/3455), and clinical trials (3674); Certifications include: debarment certification, patent

certifi catlon(s) field copy cemf cation, and pedzatrzc certifi catxon

_Applieation Form

Is form FDA 356h mcluded with authonzed signature per 21 | X
CFR 314.50(a)?

If foreign applicant, a U.S. agent must sign the form [see 21 CFR
314.50(a)(5)].

Are all establishments and their registration numbers listed X
on the form/attached to the form?

Patent Inf yrm

Is patent mformatlon submltted 'on form FDA 3542a per 21 X
CFR 314.53(c)?

ancial Disclosure

Are financial disclosure foﬁhé FDA 3454 and/or 3455
included with authorized signature per 21 CFR 54.4(a)(1) and
(3)?

Forms must be signed by the APPLICANT, not an Agent [see 21
CFR 54.2(g)].

Note: Financial disclosure is required for bioequivalence studies
that are the baszs_for approval

“Clinical Trials Database = s T T R R

Is form FDA 3674 included with authorlzed 31gnature?

If yes, ensure that the application is also coded with the
supporting document category, “Form 3674.”

If no, ensure that language requesting submission of the form is

included in the acknowled ement letter sent to the applicant
Debarment C tio -

Is a correctly worded Debarment Certlf' cation mcluded with | X
authorized signature?

Version: 9/28/11 5
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Certification is not required for supplements if submitted in the
original application; If foreign applicant, both the applicant and
the U.S. Agent must sign the certification [per Guidance for
Industry: Submitting Debarment Certifications].

Note: Debarment Certification should use wording in FDCA
Section 306(k)(1) i.e., “[Name of applicant] hereby certifies that it
did not and will not use in any capacity the services of any person
debarred under section 306 of the Federal Food, Drug, and
Cosmetic Act in connection with this application.” Applicant may
not use wording such as, “To the best of my knowledge...”

\ For paper su‘br'msslonsv only: Is a Field Copy Cemﬁcatnon X
(that it is a true copy of the CMC technical section) included?

Field Copy Certification is not needed if there is no CMC
technical section or if this is an electronic submission (the Field
Offiice has access to the EDR)

If maroon field copy jackets from foreign applicants are received,
return them to CDR for delivery to the appropriate field office.

‘Controlled Substance/Product with Abuse Potential | YES

NA | Comment

For NMEs: X
Is an Abuse Liability Assessment, including a proposal for '
scheduling, submitted per 21 CFR 314.50(d)(5)(vii)?

If yes, date consult sent to the Controlled Substance Staff:

For non-NMEs:
Date of consult sent to Controlled Substance Staff

Does the application trigger PREA?

If yes, notify PeRC RPM (PeRC meeting is required)2

Note: NDAs/BLAs/efficacy supplements for new active ingredients,
new indications, new dosage forms, new dosing regimens, or new
routes of administration trigger PREA. All waiver & deferral
requests, pediatric plans, and pediatric assessment studies must be
reviewed by PeRC prior to approval of the application/supplement.

If the application triggers PREA, are the required pediatric | X
assessment studies or a full waiver of pediatric studies
included?

2 http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/PediatricandMaternalHealthStaff/ucm027829.htm

Version: 9/28/11
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If studies or full waiver not included, is a request for full
waiver of pediatric studies OR a request for partial waiver
and/or deferral with a pediatric plan included?

If no, request in 74-day letter
If a request for full waiver/partial waiver/deferral is X
included, does the application contain the certification(s)
required by FDCA Section 505B(a)(3) and (4)?

If no, request in 74-day letter
BPCA (NDAs/NDA efficacy supplements only):

Is this submission a complete response to a pediatric Written
Request?

If yes, notify Pediatric Exclusivity Board RPM (pediatric
exclusivity determination is rlured)

Proprietary Name «- E
Is a proposed proprietary name submltted‘7 X

If yes, ensure that the application is also coded with the
supporting document category, “Proprietary Name/Request for

Is a REMS submitted?

If yes, send consult to OSE/DRISK and notify OC/
_ OSI/DSC/PMS Wa»t CRMSRMP mailbox

Check all types of labeling submitted. E Package Insert (PI)
Patient Package Insert (PPI)
[] Instructions for Use (IFU)
[] Medication Guide (MedGuide)
Carton labels

Immediate container labels

L]
[] Diluent
|:] Other Lspecnfylr

X

e

Is Electromc‘ Content o} Labelmg (COL) submltted in SPL
format?

If no, request applicant to submit SPL before the filing date.
Is the PI submitted in PLR format?’ X

i http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/PediatricandMaternalHealthStaff/ucm027837.htm

http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/StudyEndpointsandLabelingDevelopment Team/ucm0
25576.htm

Version: 9/28/11 7

- Reference ID: 3248887



If PI not submitted in PLR format, was a waiver or
deferral requested before the application was received or in
the submission? If requested before application was
submitted, what is the status of the request?

If no waiver or deferral, request applicant to submit labeling in
PLR format before the filing date.

All labeling (P, PP1, MedGuide, IFU, carton and immediate | X
container labels) consulted to DDMAC?
MedGuide, PPI, IFU (plus PI) consulted to OSE/DRISK? X
(send WORD version if available)

Carton and immediate container labels, PI, PPI sent to X
OSE/DMEPA and appropriate CMC review office (OBP or
ONDQA)?

OTC Labeling B e _L:1"Not Applicable
Check all types of labelmg submitted. [_] Outer carton label
[] Immediate container label

[] Blister card

[] Blister backing label

[] Consumer Information Leaflet (CIL)
[[] Physician sample

[] Consumer sample

_[] Other (specify)

Ty v 3
R Gt ¥

Is electronic content o&" lébé 1ng (COL) subfmtted?"'

If no, request in 74-day letter.
Are annotated specifications submitted for all stock keeping
units (SKUs)?

If no, request in 74-day letter.
If representative labeling is submitted, are all represented
SKUs defined?

If no, request in 74-day letter.
All labeling/packaging, and current approved Rx PI (if
switch) sent to OSE/DMEPA’7
“‘Other Consults : 5 YES | NO | NA | Comment
Are additional consults needed? (e g., [FU to CDRH QT X CDRH
study report to QT Interdisciplinary Review Team)

If yes, specify consuli(s) and date(s) sent: DIS -
“Meeting Minutes/SPAs
End-of Phase 2 meeting(s)?
Date(s):

If yes, distribute minutes before filing meeting

Version: 9/28/11 8
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Pre-NDA/Pre-BLA/Pre-Supplement meeting(s)?
Date(s):

If yes, distribute minutes before filing meeting

Any Special Protocol Assessments (SPAs)?
Date(s):

If yes, distribute letter and/or relevant minutes before filing
| meeting

Version: 9/28/11
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ATTACHMENT

MEMO OF FILING MEETING

DATE: February 7,2012

BLA/NDA/Supp #: 203159

PROPRIETARY NAME: Skyla
ESTABLISHED/PROPER NAME: Levonorgestrel

DOSAGE FORM/STRENGTH: intrauterine system/ 13.5 mg

APPLICANT: Bayer Healthcare Pharmaceuticals, Inc.

PROPOSED INDICATION(S)/PROPOSED CHANGE(S): contraception for up to 3 years

BACKGROUND:
REVIEW TEAM:
Regulatory Project Management RPM: Charlene Williamson
CPMS/TL: | Jennifer Mercier
Cross-Discipline Team Leader (CDTL) | Lisa Soule, M.D.
Clinical Reviewer: | Ronald Orleans, M.D. Y
TL: Lisa Soule, M.D. Y
Social Scientist Review (for OTC Reviewer:
products)
TL:
OTC Labeling Review (for OTC Reviewer:
products)
TL:
Clinical Microbiology (for antimicrobial | Reviewer: | Jessica Cole N
products)
TL:
Version: 9/28/11 10
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Clinical Pharmacology Reviewer: | Li, Li
TL: Hyunjin Kim
Biostatistics Reviewer:
TL: Mahboob Sobhan, Ph.D.
Nonclinical Reviewer: | Kimberly Hatfield
(Pharmacology/Toxicology)
TL: Alex Jordan
Statistics (carcinogenicity) Reviewer:
TL:
Immunogenicity (assay/assay Reviewer:
validation) (for BLAs/BLA efficacy
supplements) TL:
Product Quality (CMC) Reviewer: | Tarun Mehta
| TL: Donna Christner
Quality Microbiology (for sterile Reviewer: | Jessica Cole
products)
TL:
CMC Labeling Review Reviewer:
TL:
Facility Review/Inspection Reviewer: | Janice Pohlman
TL: Susan Thompson
OSE/DMEPA (proprietary name) Reviewer:
TL:
OSE/DRISK (REMS) Reviewer:
TL:
OC/OSI/DSC/PMSB (REMS) Reviewer:
TL:
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Bioresearch Monitoring (DSI) Reviewer:
TL:

Controlled Substance Staff (CSS) Reviewer:
TL:

Other reviewers

Other attendees

Julie Beitz, Victoria Kusiak, Maria
Wasilik

3

FILING MEETING DISCUSSION:

GENERAL
o 505(b)(2) filing issues? Not Applicable
] YES
[] NO
If yes, list issues:
e Perreviewers, are all parts in English or English YES

translation?

If no, explain:

] NO

e Electronic Submission comments

List comments:

[l Not Applicable

CLINICAL

Comments:

[] Not Applicable
X FILE

[] REFUSE TO FILE

Review issues for 74-day letter

e Clinical study site(s) inspections(s) needed? YES

If no, explain:

[] NO

e Advisory Committee Meeting needed? ] YES

Comments:

Date if known:
NO

If no, for an original NME or BLA application, include the | Reason:

reason. For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable

[ ] To be determined
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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

e Abuse Liability/Potential

Comments:

Not Applicable
] FILE
[ ] REFUSE TO FILE

[ ] Review issues for 74-day letter

o Ifthe 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?

X Not Applicable
] YES

[] NO

Comments:
CLINICAL MICROBIOLOGY Not Applicable
[ ] FILE
[] REFUSE TO FILE
Comments: ] Review issues for 74-day letter

CLINICAL PHARMACOLOGY

[ ] Not Applicable
FILE
[ ] REFUSE TO FILE

Comments: [ ] Review issues for 74-day letter
e Clinical pharmacology study site(s) inspections(s) [] YES
needed? X NO

BIOSTATISTICS [ ] Not Applicable

[] FILE

XI REFUSE TO FILE
Comments: [ 1 Review issues for 74-day letter
NONCLINICAL [] Not Applicable

(PHARMA COLOGY/TOXICOLOGY)

Comments:

X FILE
[] REFUSE TO FILE

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

[ ] Not Applicable
[] FILE
[ ] REFUSE TO FILE

[] Review issues for 74-day letter

Comments:
PRODUCT QUALITY (CMC) [] Not Applicable

X FILE

[ ] REFUSE TO FILE
Comments: X Review issues for 74-day letter

Environmental Assessment

e 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

X YES
[] NO

] YES
[l NO

[]YES
[] NO

Quality Microbiology (for sterile products)

e  Was the Microbiology Team consulted for validation
of sterilization? (NDAs/NDA supplements only)

Comments:

[] Not Applicable

X YES
[] NO

Facility Inspection

e Establishment(s) ready for inspection?

= [Establishment Evaluation Request (EER/TBP-EER)
submitted to DMPQ?

Comments:

[l Not Applicable

X 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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CMC Labeling Review

Comments:

Signatory Authority: Z. Cha

21* Century Review Milestones (see attached) (listing review milestones in this document is
optional):

Comments:

] Review issues for 74-day letter

[ The appl ication is unsuitable for .ﬁ]ll.] xpiéin ﬁy:

The application, on its face, appears to be suitable for filing.

Review Issues:

] No review issues have been identified for the 74-day letter.

Review issues have been identified for the 74-day letter. List (optional):

Review Classification:

Standard Review

[] Priority Review

Ensure that any updates to the review priority (S or P) and classiﬁcations/propertiéé are
entered into tracking system (e.g., chemical classification, combination product
classification, 505(b)(2), orphan drug).

If RTF, notify everybody who already received a consult request, OSE PM, and Product
Quality PM (to cancel EER/TBP-EER).

If filed, and the application is under AIP, prepare a letter either granting (for signature by
Center Director) or denying (for signature by ODE Director) an exception for review.

BLA/BLA sﬁpplements: If filed, send 60-day filing letter

If priority review:
¢ notify sponsor in writing by day 60 (For BLAs/BLA supplements: include in 60-day
filing letter; For NDAs/NDA supplements: see CST for choices)
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¢ notify DMPQ (so facility inspections can be scheduled earlier)

X

Send review issues/no review issues by day 74

X

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

[

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]

BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and

[] Other

Z. Charlene Williamson 02/10/2012
Regulatory Project Manager Date
Jennifer Mercier 02/10/2012
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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