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Memorandum Department of Health and Human Serviced 
Food and Drug Administration 
Center for Drug Evaluation and Research 

 
Date:     02-Dec-2011 
To:     CMC Review #1 for NDA 202-513  
From:    Bogdan Kurtyka, Ph.D. 
Through:    Moo-Jhong Rhee, Ph.D. 

Chief, Branch IV ONDQA Division II 
CC:     Donna Christner, Ph.D. 
Subject: Final recommendation for NDA 202-513  
 
Previous CMC Review #1 dated 25-JUN-2010 noted following deficiencies with a recommendation of 
“Non Approval” action.  
 

A. This NDA has not provided sufficient CMC information to assure the identity, strength, purity, 
and quality of the drug product. 

 
1. The adequacy of the acceptance criteria for the test of diffusion rate in the specification of the 

drug product has not been established yet. Therefore, the proposed specification of the drug 
product is not deemed to assure the quality of the drug product. 

 
2. The  in the Container/closure system that will be used for future marketed product has 

been changed from the one currently described in the application, and whether or not this 
change will impact on the drug product has not been demonstrated.  

 
B. In addition, labels do not have adequate information as required 

 
3. Regarding the Package Insert: 

• “Highlights” section  should list a correct established name as follows: 
     (oxybutynin) gel 
• “Dosage Forms and Strengths” section should list a description of the identifying 

characteristics.  
• “Description” section should have proprietary name, established name, dosage form, 

and route of administration. 
• “How Supplied/Storage and Handling” section should list the strength of dosage form. 

 
4. Regarding the labels: 

• According to 21CFR  201.51 declaration of net quantity for semi-solid drug products 
should be expressed in terms of weight instead of volume on the container and carton 
labels. 

• Also the container and carton label should be revised as follows: 
         Anturol 
    (oxybutynine) gel 3% 
• All inactive ingredients should be described in the carton label per 21CFR 

201.100(b)(5) 
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The sponsor addressed above issues satisfactorily in the submissions dated 07-Oct-2011, 09-Nov-2011, 
and 01-Dec-2011.  
 
Recommendation and Conclusion 
 
Therefore, from the ONDQA perspective, this NDA is now recommended for “Approval”. 
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Review Notes 
 

 
Deficiency 1. 
Biopharm review addressing this issue was checked into DARRTS on 08-Nov-2011. The sponsor was 
asked to change the diffusion rate attribute name to release rate. Also, based on the new submitted data 
the Agency proposed interim release rate acceptance criteria of  for batch release and stability. 
The sponsor accepted both recommendations and on 09-Nov-2011 submitted the supplement with the 
updated specification. 
 
The sponsor also committed to collect and submit additional in vitro drug release rate data from at least 
ten commercial batches of drug product. These data will be used to set the final regulatory acceptance 
criteria for the release rate test. Within 12 months from approval date, a supplement to the NDA with the 
additional release rate data and a proposal for the final acceptance criteria for the release rate will be 
submitted to the Agency.  
 
Evaluation:  
After reviewing all submitted information Biopharm reviewer recommended “Approval” action from the 
Biopharmaceutics perspective for NDA 202-513 in the review addendum checked in to DARRTS on 15-
NOV-2011. The addendum also states that no formal Post Marketing Commitment for re-assessment of 
release rate acceptance criteria is needed. 
 
The CMC reviewer also confirmed that  new acceptance criteria for release rate do not change the 
conclusion of assessment of stability data. This deficiency is ADEQUATELY addressed and no formal 
Post Marketing Commitment is necessary.  
 
Deficiency 2. 
In the amendment dated 07-Oct-2011 the sponsor submitted information on the new container closure 
system as follows: 

• The materials of construction for the new components remain unchanged from the former 
components; therefore all product contact surfaces also remain unchanged. 

• Since no changes to product contact surfaces have been affected with this change, all container 
closure studies conducted by Antares Pharma remain pertinent for this application and no further 
qualification work is required. 

• Drug product samples prepared using new components from first three commercial lots and one 
lot annually thereafter will be monitored for stability. 

 
Evaluation: The submitted information is ADEQUATE and successfully resolves this issue. 
 
Deficiency 3. 
In the amendment dated 01-Dec-2011 the sponsor submitted an updated package insert with the following 
corrections: 
• “Highlights” section  list the correct established name as follows: 
      (oxybutynin) gel 
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• “Dosage Forms and Strengths” section lists a description of the identifying characteristics as 
“ANTUROL is a homogeneous, colorless to slightly colored gel 3%.” 

• “Description” section lists proprietary name, established name, dosage form, and route of 
administration. 

• “How Supplied/Storage and Handling” section lists the strength of dosage form as 3%. 
 
Evaluation: The submitted information is ADEQUATE and successfully resolves this issue. 
 
Deficiency 4. 
In the amendment dated 01-Dec-2011 the sponsor submitted an updated labeling with the following 
corrections: 

• Declaration of net quantity is expressed in terms of weight (instead of volume)  in 
compliance with 21CFR 201.51. 

• Also the container and carton labels were revised as follows: 
      Anturol 
(oxybutynine) gel 3% 

• All inactive ingredients are listed in the carton label in compliance with 21CFR 
201.100(b)(5). 

 
Updated container and carton labels for 92 containers are presented below. Container and carton labels for 
42 g presentation include the same information.  

Reference ID: 3053419
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1 page of draft labeling has been withheld in full as B(4) 
CCI/TS immediately following this page
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The sponsor will submit additional stability data prior to month 6 of the review cycle as agreed to 
by the FDA in a letter dated 30-Sep-2010. 
 
The name is presented in many different formats.  The correct form would be Anutrol (oxybutynin 
gel) 3%. This information will need to be standardized, but this can be addressed at a later time 
in the review cycle. 
 

C. Comments for 74-Day Letter 
 
Submit color mock-ups of all carton/container labels to allow full review and update all labeling 
with the appropriate NDC numbers. 
 

 
D. Recommendation:  

 
This NDA is fileable from a CMC perspective. Bogdan Kurtyka, Ph.D. has been assigned as the 
primary CMC reviewer.  Dr. Tapah Ghosh is the assigned BioPharmaceutics reviewer.  Since one 
oxybutynin gel has been approved, this NDA is recommended for a Branch level Regulatory 
Briefing. 
 
                        
        _______________________ 
        Donna F. Christner, Ph.D. 
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7. 

Are drug substance 
manufacturing sites identified 
on FDA Form 356h or 
associated continuation sheet?  
For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X  356 h 

8. 

Are drug product 
manufacturing sites are 
identified on FDA Form 356h 
or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, telephone, 
fax number and email for on-
site contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X  356h 
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The sponsor has provided the following manufacturing flow chart.  A narrative is also provided. 

Comment:  Information is adequate to allow review. 
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Comment:  Adequate stability is provided in order to set an expiry.  It is a review issue on 
whether the package will support the requested 24 months.  The sponsor will submit additional 
stability data prior to month 6 of the review cycle as agreed to by the FDA in a letter dated 30-
Sep-2010. 
 
LABELING 
 
The sponsor has provided a Physician’s Insert which includes the SPL labeling.  The 
carton/container labels are provided as black lettering on white background.  Sponsor should be 
advised to submit color mock-ups to allow review.  The NDC number should be updated on all 
labels. 
 
The name is presented in many different formats: 

 
Anutrol (oxybutynin gel) 3% 

 
The correct form would be Anutrol (oxybutynin gel) 3%. This information will need to be 
standardized, but this can be addressed at a later time in the review cycle. 
 
Comment:  The sponsor should submit color mock-ups of all carton/container labels to allow full 
review and update all labeling with the appropriate NDC numbers. 
 
The name is presented in many different formats.  The correct form would be Anutrol (oxybutynin 
gel) 3%. This information will need to be standardized, but this can be addressed at a later time 
in the review cycle. 
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