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3) Reliance on information regarding another product (whether a previously approved product 
or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies) 

 
Study 1034-PHII was the main pharmacokinetic study performed in the development of 
Anturol.  It was a repeated dose study of 84 mg (2.8 gm of 3% gel) in 48 healthy subjects 
for 20 days duration.  There was no active comparator.  The Sponsor provided the 
following table in support of using Ditropan IR as the RLD.  Historical data for Ditropan 
IR was utilized 

 
RELIANCE ON PUBLISHED LITERATURE 

 
4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 

to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved without the 
published literature)? 

                                                                                                                   YES        NO 
If “NO,” proceed to question #5. 

 
(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product?  

                                                                                                                   YES        NO 
If “NO”, proceed to question #5. 

If “YES”, list the listed drug(s) identified by name and answer question #4(c).   
 
 

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
                                                                                                                   YES        NO 
RELIANCE ON LISTED DRUG(S) 

 
Reliance on published literature which identifies a specific approved (listed) drug constitutes 

reliance on that listed drug.  Please answer questions #5-9 accordingly. 
 

5) Regardless of whether the applicant has explicitly referenced the listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)? 

If “NO,” proceed to question #10. 
 
6) Name of listed drug(s) relied upon, and the NDA/ANDA #(s).  Please indicate if the applicant 

explicitly identified the product as being relied upon (see note below):  
 
 
 
 

 

                                                                                                                   YES        NO 
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Name of Drug NDA/ANDA # Did applicant 
specify reliance on 
the product? (Y/N) 

Ditropan (oxybutynin chloride) tablet, 5mg NDA 17577 yes 

 
Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 

certification/statement.  If you believe there is reliance on a listed product that has not been 
explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 

Immediate Office, Office of New Drugs. 
 
7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 

the same listed drug(s) as the original (b)(2) application? 
                                                                                           N/A             YES        NO 

If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 
application, answer “N/A”. 

If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs. 
 

8) Were any of the listed drug(s) relied upon for this application: 
a) Approved in a 505(b)(2) application? 

                                                                                                                   YES        NO  
If “YES”, please list which drug(s). 

Name of drug(s) approved in a 505(b)(2) application:       
 

b) Approved by the DESI process? 
                                                                                                                   YES        NO  

If “YES”, please list which drug(s). 
Name of drug(s) approved via the DESI process:       
 

c) Described in a monograph? 
                                                                                                                   YES        NO  

If “YES”, please list which drug(s). 
 

Name of drug(s) described in a monograph:       
 

d) Discontinued from marketing? 
                                                                                                                   YES        NO  

If “YES”, please list which drug(s) and answer question d) i. below.   
If “NO”, proceed to question #9. 

Name of drug(s) discontinued from marketing:       
 

i) Were the products discontinued for reasons related to safety or effectiveness? 
                                                                                                                   YES        NO 

 
(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
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archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.) 
 

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”). 

 
This application provides for a change in dosage form, from tablet to gel. 

 
The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application. 
 
The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below.  
 
10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 

application that is already approved (via an NDA or ANDA)?  
        

(Pharmaceutical equivalents are drug products in identical dosage forms that:  (1) contain 
identical amounts of the identical active drug ingredient, i.e., the same salt or ester of the 
same therapeutic moiety, or, in the case of modified release dosage forms that require a 
reservoir or overage or such forms as prefilled syringes where residual volume may vary, 
that deliver identical amounts of the active drug ingredient over the identical dosing period; 
(2) do not necessarily contain the same inactive ingredients; and (3) meet the identical 
compendial or other applicable standard of identity, strength, quality, and purity, including 
potency and, where applicable, content uniformity, disintegration times, and/or dissolution 
rates. (21 CFR 320.1(c)).  

  
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 
 

                                                                                                                   YES        NO 
 

 If “NO” to (a) proceed to question #11. 
If “YES” to (a), answer (b) and (c) then proceed to question #12.  

  
(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval? 

                                                                                                                   YES        NO 
           

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent? 
                                                                                                                         YES        NO 

 
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12. 
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
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the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 
 

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)? 
 

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)     
 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs. 

 
                                                                                                                YES        NO 

If “NO”, proceed to question #12.   
 

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval? 
                                                                                                                         YES         NO 

  
(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)? 

                                                                                                                   YES        NO 
              

If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12. 
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 

 
Pharmaceutical alternative(s):  

1) NDA 21351 Oxytrol oxybutynin) transdermal film, extended release 
2) NDA 22204 Gelnique (oxybutynin chloride) transdermal gel, 10% (100mg/packet)  
3) NDA 20897 Ditropan XL (oxybutynin chloride) extended release tablets, 15 mg, and 

generics 
4) Generic tablets 
5) Generic syrups 

 
PATENT CERTIFICATION/STATEMENTS 

 
12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 

drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product. 

 
Listed drug/Patent number(s):        
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                                           No patents listed   proceed to question #14   
   
13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 

patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product? 

                                                                                                                     YES       NO 
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant. 

 
Listed drug/Patent number(s):        
 
 

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.) 
 

  No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product) 

 

  21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 
FDA. (Paragraph I certification) 

 
 
  21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification) 

  
Patent number(s):        

 

  21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 
III certification) 

  
Patent number(s):          Expiry date(s):       

 

  

21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.   

 

  

21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
NDA holder/patent owner (must also submit certification under 21 CFR 
314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15. 

 
  21 CFR 314.50(i)(1)(ii):  No relevant patents. 

   
 

  

21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement) 
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 Patent number(s):        
 Method(s) of Use/Code(s): 
 

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement: 

 
(a) Patent number(s):        
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]? 
                                                                                       YES        NO 

If “NO”, please contact the applicant and request the signed certification. 
 

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt.  

                                                                                       YES        NO 
If “NO”, please contact the applicant and request the documentation. 

 
(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 

and patent owner(s) received notification): 
 

Date(s):       
 

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above?  

 
Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval. 

 
YES NO  Patent owner(s) consent(s) to an immediate effective date of 

approval 
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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: November 02, 2011 

To: Scott Monroe, MD, Director 
Division of Reproductive and Urologic Products (DRUP) 
 

Through: LaShawn Griffiths, MSHS-PH, BSN, RN  
Team Leader, Patient Labeling Team 
Division of Medical Policy Programs (DMPP) 
 
Melissa Hulett, MSBA, BSN, RN  
Team Leader, Patient Labeling Team 
Division of Medical Policy Programs (DMPP) 
 

From: Shawna Hutchins, MPH, BSN, RN 
Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
 

Subject: DMPP Review of Patient Labeling (Patient Package Insert) 
  

Drug Name (established 
name):   

ANTUROL (oxybutynin) 3% Gel 
 

Dosage Form and Route: Topical 

Application 
Type/Number:  

NDA 202513 

Applicant: Antares Pharmaceuticals Inc. 

OSE RCM #: 2011-1319 
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1 INTRODUCTION 

On December 20, 2010 the applicant submitted a New Drug Application (NDA) for Anturol 
(oxybutynin) Gel 3% (NDA 202513), for the treatment of adults with overactive bladder 
with symptoms of urge urinary incontinence, urgency, and frequency. 

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 review the 
Applicant’s proposed Patient Package Insert (PPI) for Anturol (oxybutynin) Gel 3%. 
DMPP conferred with DMEPA and a separate DMEPA review of the PPI was completed on 
October 21, 2011. 

2 MATERIAL REVIEWED 

• Draft ANTUROL (oxybutynin) Gel 3% PPI received on December 20, 2010 and received 
by DMPP on October 28, 2011.  

• Draft ANTUROL (oxybutynin) Gel 3% Prescribing Information (PI) received December 
20, 2010, revised by the Review Division throughout the current review cycle, and 
received by DMPP on October 28, 2011. 

3 REVIEW METHODS 

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 document using the Verdana font, size 11. 

In our review of the PPI we have:  

• simplified wording and clarified concepts where possible 

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

• removed unnecessary or redundant information 

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

4 CONCLUSIONS 

The PPI is acceptable with our recommended changes. 

5 RECOMMENDATIONS 

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

• Our annotated versions of the PPI are 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.  
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FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

 

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

Memorandum 
 

Date:  November 2, 2011 
  
To:  Nenita Crisostomo, Regulatory Project Manager 
  Division of Reproductive and Urologic Products (DRUP) 
 
From:   Janice Maniwang, Regulatory Review Officer 

Division of Professional Promotion (DPP), Office of Prescription Drug 
Promotion (OPDP) 
 
Jina Kwak, Regulatory Review Officer 

 Division of Direct-to-Consumer Promotion (DDTCP), OPDP 
    
CC:  Andrew Haffer, Group Leader, DPP, OPDP 

Robyn Tyler, Group Leader, DDTCP, OPDP 
 Kendra Jones, Regulatory Review Officer, DDTCP, OPDP 

 
Subject: NDA 202513 

OPDP labeling comments for ANTUROL (oxybutynin) gel 3%, for topical 
use  

______________________________________________________________________ 
 
This consult is in response to DRUP’s April 19, 2011 request for OPDP’s review on 
proposed labeling materials for ANTUROL (oxybutynin) gel 3%, for topical use (Anturol).  
OPDP has reviewed the following proposed labeling materials for Anturol: 
 
Healthcare Provider Directed: 

• Prescribing Information (PI) 
• Draft container label 100 mL 
• Draft container label 45 mL Sample 
• Draft container label 45 mL two pack 
• Draft carton 100 mL 
• Draft carton 45 mL Sample 
• Draft carton 45 mL two pack 

 
Consumer Directed: 

• Patient Package Insert (PPI) 

Reference ID: 3038258



Please note that OPDP’s comments are based on the substantially complete version of 
the proposed draft marked-up labeling titled 
http://eroom.fda.gov/eRoom/CDER10/CDERDivisionofReproductiveandUrologicProduct
s/0 4632 (last accessed November 2, 2011) that was sent via email from DRUP to 
OPDP on October 28, 2011.  In addition, we have considered the Gelnique PI and PPI 
(label approved on 1/31/2011) and Oxytrol PI and PPI (label approved on 1/31/2011) in 
our review of the draft Anturol labeling.  
 
We offer the following comments: 
 
PI & PPI 
 
Please see our attached comments.  
 
Draft container label 100 mL 
Draft container label 45 mL Sample 
Draft container label 45 mL two pack 
Draft carton 100 mL 
Draft carton 45 mL Sample 
Draft carton 45 mL two pack 
 
OPDP does not have any comments on the carton or container labeling at this time.  
 
OPDP appreciates the opportunity to provide comments on these materials.  If you have 
any questions, please contact: 
 

• Janice Maniwang (Professional directed materials)  
(301) 796-3821, or janice.maniwang@fda.hhs.gov 

 
• Jina Kwak (Consumer directed materials)  

(301) 796-4809, or jina.kwak@fda.hhs.gov 
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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: October 19, 2011 
 
To:                                          Scott Monroe, MD, Director 
                                                Division of Reproductive and Urologic Products 

Reviewer(s): Walter Fava, RPh, MSEd, Safety Evaluator 
 Division of Medication Error Prevention and Analysis 

Team Leader Carlos Mena-Grillasca, RPh, Team Leader 
 Division of Medication Error Prevention and Analysis 
 
Deputy Director Kellie Taylor, PharmD, MS, Deputy Director 
 Division of Medication Error Prevention and Analysis 

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

Drug Name(s): Anturol (Oxybutynin) Gel 3% 

Application Type/Number: NDA 202513 

Applicant/sponsor: Antares Pharma, Inc. 

OSE RCM #: 2011-1757 

*** This document contains proprietary and confidential information that should not be 
released to the public.*** 
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1 INTRODUCTION 
This review evaluates the proposed container labels, carton and insert labeling for 
Anturol (Oxybutynin) Gel 3% for areas of vulnerability that could lead to medication 
errors.  The review is in response to the May 5, 2011 submission from Antares Pharma. 

1.1 BACKGROUND OR REGULATORY HISTORY 
Oxybutynin is currently marketed in other dosage forms under the proprietary names, 
Ditropan and Ditropan XL (immediate release and extended-release tablets respectively), 
Gelnique (transdermal gel) and Oxytrol (transdermal extended release film), as well as 
generically in tablets (immediate release and extended-release). 

1.2 PRODUCT INFORMATION 
Anturol (Oxybutynin) Gel, 3% is an antimuscarinic agent indicated for the treatment of 
overactive bladder with symptoms of urge urinary incontinence, urgency, and frequency.  
It will be available in a metered-dose dispensing pump that provides either 30 or 90 
metered doses.  Each pump actuation delivers 0.9 grams (1 mL) of 30 mg/g oxybutynin 
gel which contains 28 mg of oxybutynin.  The recommended dose is three pumps (84 mg) 
applied once a day to clean, dry, intact skin on the abdomen, upper arms/shoulders, or 
thighs.  The pumps are stored at 25°C (77°F) with excursions permitted from 15°C to 
30°C (59°F to 86°F). 

2 METHODS AND MATERIALS REVIEWED 
Using Failure Mode and Effects Analysis1 and postmarketing medication error data, the 
Division of Medication Error Prevention and Analysis (DMEPA) evaluated the 
following: 

• Container Labels submitted  May 4, 2011 

• Carton Labeling submitted  May 4, 2011 

• Insert Labeling submitted  May 4, 2011 

Additionally, since Oxybutynin is currently marketed, DMEPA searched the FDA 
Adverse Event Reporting System (AERS) database to identify medication errors 
involving  Oxybutynin. The AERS search conducted on  September 23, 2011 used the 
following search terms: active ingredient “Oxybutynin”, trade names “Gelnique”,  and 
“Oxytrol”, and verbatim terms “Oxybutynin%”, “Gelnique%”, and “Oxytrol”.  The 
reaction terms used were the MedDRA High Level Group Terms (HLGT) “Medication 
Errors” and “Product Quality Issues”.  No date limits were set. 

The reports were manually reviewed to determine if a medication error occurred.  
Duplicate reports were combined into cases.  The cases that described a medication error 
were categorized by type of error.  We reviewed the cases within each category to 
identify factors that contributed to the medication errors.  If a root cause was associated 

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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with the label or labeling of the product, the case was considered pertinent to this review.  
Reports excluded from the case series include those that did not describe a medication 
error.    

Following exclusions we evaluated a total of one case relevant to this review.   

3 RESULTS  

3.1 FDA ADVERSE EVENT REPORTING SYSTEM (AERS) CASES 
Our search of the AERS database retrieved one case relevant to this review.  The case, 
ISR # 6250262-3, involved wrong technique and describes a 52-year-old female who 
after applying Gelnique in the morning, washed her hands and then inserted her contact 
lenses.  Residue from Gelnique was transferred to one of her contact lenses and she had a 
dilated pupil, sun sensitivity and pressure in her eye.  No further outcome information 
was provided.  DMEPA finds the proposed labeling instructions for washing hands 
thoroughly with soap and water after applying and what to do if Anturol gets in the eyes, 
adequate, however, we have included additional recommendations in section 4.2 below. 

4 CONCLUSIONS AND RECOMMENDATIONS 
The presentation of information on the labels and labeling introduces vulnerability to 
confusion that could lead to medication errors.  The risks we have identified can be 
addressed and mitigated prior to approval, and thus we provide the recommendations to 
the Review Division in section 4.1 and to the Applicant in section 4.2 for implementation 
prior to approval of this submission.   

If you have further questions or need clarifications, please contact Karen Townsend, OSE 
Project Manager, at 301-796-5413. 

4.1 COMMENTS TO THE DIVISION 

4.1.1 Insert Labeling 
Recommendations for revisions for the package insert communicated during the labeling 
meetings included removal of all trailing zeros, and revision of the presentation of the 
dosage form and strength information in the Prescribing Highlights and Full Prescribing 
Information.  We also recommended revising the presentation of the product information 
in the How Supplied section of the package insert to include the different container sizes.  
Our recommendations were incorporated into the package insert. 

4.2 COMMENTS TO THE APPLICANT 
A.  General Comment 

Remove all trailing zeros (i.e. change ‘3.0%’ to ‘3%’ and ‘1.0 mL’ to ‘1 mL’) 
throughout all labels and labeling.  Trailing zeros are considered dangerous dose 
designations.  DMEPA, consistent with recommendations from the Institute of Safe 
Medication Practices (ISMP) and the National Coordinating Council for Medication 
Error Reporting and Prevention (NCC MERP), advises against the use of trailing 
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zeros because they are error-prone and can result in a ten-fold misinterpretation if the 
decimal is not seen.   

B.  Carton Labeling (45 mL and 100 mL) 

1.  Increase the font size and the prominence of the proprietary name,   
established name, and strength.  As currently presented, the route of 
administration, ‘For Topical Use Only’, has the greater prominence.  The 
names and strength should be the most prominent information on the 
principal display panel. 

2.  Ensure the established name has the same prominence and type as the 
proprietary name per 21 CFR 201.10(g)(2). 

  
3.  Revise the presentation of the statement, ‘X mL providing X metered 

doses’ so that the numerical quantifier does not appear at the end of a text 
line.  For example: 

“100 mL providing 
90 metered doses” 

 
or 
 

“45 mL providing 
30 metered doses” 

 
4.  Include a statement, ‘Each metered dose provides 1 mL of gel containing 

28 milligrams of oxybutynin’, on the principal display panel below the 
statement, ‘X mL providing X metered doses’. 

 
5.  Include a statement on the side panel to read, ‘Recommended Dosage: See 

Prescribing Information’. 
 
6.  Consider including the statement, ‘If Anturol gets in your eyes, thoroughly 

rinse your eyes right away with warm, clean water to flush out any Anturol.  
Seek medical attention if needed. 

C.  Container Label 

See comments A2 through A4 above and revise the container label 
accordingly. 

If you have further questions or need clarifications, please contact Karen Townsend, 
project manager, at 301-796-5413. 
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Comments:       
 

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

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

or efficacy issues 
o the application did not raise significant public 

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

 

  NO 
  To be determined 

 
Reason:       
 
 

• 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) 

  Not Applicable 
  FILE 
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Comments:       
 

  REFUSE TO FILE 
 

  Review issues for 74-day letter 

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

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

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

Comments:       
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

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

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

 

  Not Applicable 
 

 YES 
  NO 

 
 

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

submitted to DMPQ? 
 

 
Comments: CMC review team is responsible to make 
this request for inspection.   
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 
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 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) 

 
• notify DMPQ (so facility inspections can be scheduled earlier) 

  Send review issues/no review issues by day 74 
 

 Conduct 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 (BLAs/BLA supplements only) [These 
sheets may be found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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Division of Reproductive and Urologic Products 
 

REGULATORY PROJECT MANAGER LABELING REVIEW  
 

 
Application: NDA 202513  
 
Name of Drug:  oxybutynin gel 3% 
  
Applicant:  Antares Pharma, Inc.  
 

Labeling Reviewed 
 
Submission Date:  March 10, 2011 
  
Receipt Date:  March 10, 2011 

 
Background and Summary Description:   
See attached Selected Requirements for Prescribing Information (SRPI) for details. 
 

Review 
During the preliminary review of the submitted labeling, the following labeling format issues 
were identified and communicated to the applicant via 74-day letter issued on April 6, 2011 : 

 
1. The Highlights section is limited in length to one-half page.  If it is longer than one-

half page, a waiver has been granted or requested in this application. 
 
2. A horizontal line must separate the Table of Contents (TOC) and Full Prescribing 

Information (FPI). 
 

3. Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included in 
labeling.  Other terms such as “adverse events” or “treatment-emergent adverse 
events” should be avoided. 

 
4. For the “Clinical Trials Experience” subsection, the following verbatim statement or 

appropriate modification should precede the presentation of adverse reactions: 
  “Because clinical trials are conducted under widely varying conditions, adverse  
  reactions rates observed in the clinical trials of a drug cannot be directly   
  compared to rates in the clinical trials on another drug and may not reflect the  
  rates observed in clinical practice.”  
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Recommendations 

 
From a regulatory perspective, there is no action indicated at this time.  In the 74-day letter, a 
request was made to the applicant to re-submit the labeling for further review and discussion. 
 
 
        
Freshnie DeGuia       4/6/11 

Regulatory Project Manager      Date 
 
 
Chief, Project Management Staff     Date 
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Selected Requirements for Prescribing Information 
(SRPI) 

 
This document is meant to be used as a checklist in order to identify critical issues during 
labeling development and review. For additional information concerning the content and 
format of the prescribing information, see regulatory requirements (21 CFR 201.56 and 
201.57) and labeling guidances.  When used in reviewing the PI, only identified 
deficiencies should be checked. 

 

Highlights (HL) 

• General comments  

 HL must be in two-column format, with ½ inch margins on all sides and 
between columns, and in a minimum of 8-point font.   

 HL is limited in length to one-half page. If it is longer than one-half page, a 
waiver has been granted or requested by the applicant in this submission.  

 There is no redundancy of information.  

 If a Boxed Warning is present, it must be limited to 20 lines.  (Boxed Warning 
lines do not count against the one-half page requirement.) 

 A horizontal line must separate the HL and Table of Contents (TOC).  

 All headings must be presented in the center of a horizontal line, in UPPER-
CASE letters and bold type.   

 Each summarized statement must reference the section(s) or subsection(s) of the 
Full Prescribing Information (FPI) that contains more detailed information. 

 Section headings are presented in the following order: 

• Highlights Limitation Statement (required statement)  
• Drug names, dosage form, route of administration, and 

controlled substance symbol, if applicable (required 
information)  

• Initial U.S. Approval (required information)  
• Boxed Warning (if applicable) 
• Recent Major Changes (for a supplement) 
• Indications and Usage (required information) 
• Dosage and Administration (required information) 
• Dosage Forms and Strengths (required information) 
• Contraindications (required heading – if no contraindications are 

known, it must state “None”) 
• Warnings and Precautions (required information) 
• Adverse Reactions (required AR contact reporting statement)  
• Drug Interactions (optional heading) 
• Use in Specific Populations (optional heading) 
• Patient Counseling Information Statement (required statement)  
• Revision Date (required information)  
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• Highlights Limitation Statement  

 Must be placed at the beginning of HL, bolded, and read as follows: “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).”  

• Product Title  

 Must be bolded and note the proprietary and established drug names, followed 
by the dosage form, route of administration (ROA), and, if applicable, 
controlled substance symbol.  

• Initial U.S. Approval  

 The verbatim statement “Initial U.S. Approval” followed by the 4-digit year in 
which the FDA initially approved of the new molecular entity (NME), new 
biological product, or new combination of active ingredients, must be placed 
immediately beneath the product title line. If this is an NME, the year must 
correspond to the current approval action.  

• Boxed Warning  

 All text in the boxed warning is bolded. 

 Summary of the warning must not exceed a length of 20 lines. 

 Requires a heading in UPPER-CASE, bolded letters containing the word 
“WARNING” and other words to identify the subject of the warning 
(e.g.,“WARNING: LIFE-THREATENING ADVERSE REACTIONS”).  

 Must have the verbatim statement “See full prescribing information for 
complete boxed warning.” If the boxed warning in HL is identical to boxed 
warning in FPI, this statement is not necessary. 

• Recent Major Changes (RMC)  

 Applies only to supplements and is limited to substantive changes in five 
sections: Boxed Warning, Indications and Usage, Dosage and Administration, 
Contraindications, and Warnings and Precautions.  

 The heading and, if appropriate, subheading of each section affected by the 
recent change must be listed with the date (MM/YYYY) of supplement 
approval. For example, “Dosage and Administration, Coronary Stenting (2.2) --- 
2/2010.”   

 For each RMC listed, the corresponding new or modified text in the FPI must be 
marked with a vertical line (“margin mark”) on the left edge. 

 A changed section must be listed for at least one year after the supplement is 
approved and must be removed at the first printing subsequent to one year.    

 Removal of a section or subsection should be noted. For example, “Dosage and 
Administration, Coronary Stenting (2.2) --- removal 2/2010.”    
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• Indications and Usage  

 If a product belongs to an established pharmacologic class, the following 
statement is required in HL: [Drug/Biologic Product) is a (name of class) 
indicated for (indication(s)].” Identify the established pharmacologic class for 
the drug at:   

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm
162549.htm.  

• Contraindications  

 This section must be included in HL and cannot be omitted. If there are no 
contraindications, state “None.” 

 All contraindications listed in the FPI must also be listed in HL. 

 List known hazards and not theoretical possibilities (i.e., hypersensitivity to the 
drug or any inactive ingredient).  If the contraindication is not theoretical, 
describe the type and nature of the adverse reaction.  

 For drugs with a pregnancy Category X, state “Pregnancy” and reference 
Contraindications section (4) in the FPI.  

• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(a)(11) are included in 
HL. Other terms, such as “adverse events” or “treatment-emergent adverse 
events,” should be avoided. Note the criteria used to determine their inclusion 
(e.g., incidence rate greater than X%).  

 For drug products other than vaccines, the verbatim bolded statement, “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of 
manufacturer) at (insert manufacturer’s phone number) or FDA at 1-800-
FDA-1088 or www.fda.gov/medwatch” must be present. Only include toll-free 
numbers. 

• Patient Counseling Information Statement  

 Must include the verbatim statement: “See 17 for Patient Counseling 
Information” or if the product has FDA-approved patient labeling: “See 17 for 
Patient Counseling Information and (insert either “FDA-approved patient 
labeling” or “Medication Guide”).  

• Revision Date 

 A placeholder for the revision date, presented as “Revised: MM/YYYY or 
Month Year,” must appear at the end of HL.  The revision date is the 
month/year of application or supplement approval.    
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Contents: Table of Contents (TOC) 

 
 The heading FULL PRESCRIBING INFORMATION: CONTENTS  must 

appear at the beginning in UPPER CASE and bold type. 

 The section headings and subheadings (including the title of boxed warning) in 
the TOC must match the headings and subheadings in the FPI. 

 All section headings must be in bold type, and subsection headings must be 
indented and not bolded.  

 When a section or subsection is omitted, the numbering does not change. For 
example, under Use in Specific Populations, if the subsection 8.2 (Labor and 
Delivery) is omitted, it must read: 

8.1 Pregnancy 

8.3 Nursing Mothers (not 8.2) 

8.4 Pediatric Use (not 8.3) 

8.5 Geriatric Use (not 8.4) 

 If a section or subsection 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.”  

 

Full Prescribing Information (FPI) 

• General Format 

 A horizontal line must separate the TOC and FPI. 

 The heading – FULL PRESCRIBING INFORMATION – must appear at the 
beginning in UPPER CASE and bold type. 

 The section and subsection headings must be named and numbered in 
accordance with 21 CFR 201.56(d)(1). 

 

• Boxed Warning 

 Must have a heading, in UPPER CASE, bold type, containing the word 
“WARNING” and other words to identify the subject of the warning.  Use bold 
type and lower-case letters for the text. 

 Must include a brief, concise summary of critical information and cross-
reference to detailed discussion in other sections (e.g., Contraindications, 
Warnings and Precautions). 

• Contraindications 

 For Pregnancy Category X drugs, list pregnancy as a contraindication.  
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• Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included 
in labeling. Other terms, such as “adverse events” or “treatment-emergent 
adverse events,” should be avoided.  

 For the “Clinical Trials Experience” subsection, 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.” 

 For the “Postmarketing Experience” subsection, the listing of post-approval 
adverse reactions must be separate from the listing of adverse reactions 
identified in clinical trials. Include the following verbatim statement or 
appropriate modification:  

“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.” 

• Use in Specific Populations 

 Subsections 8.4 Pediatric Use and 8.5 Geriatric Use are required and cannot be 
omitted.   

• Patient Counseling Information 

 This section is required and cannot be omitted.  

 Must reference any FDA-approved patient labeling, including the type of patient 
labeling. The statement “See FDA-approved patient labeling (insert type of 
patient labeling).” should appear at the beginning of Section 17 for prominence. 
For example: 

• “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)” 
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