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DATE:   March 21, 2013 

TO:   NDA 204141 CMC Review # 1 

FROM:  Hamid R. Shafiei, Ph.D., CMC Reviewer 
   (ONDQA/Division II/Branch IV) 

THROUGH:  Moo-Jhong Rhee, Ph.D., Branch Chief 
   (ONDQA/Division II/Branch IV) 

SUBJECT: Final CMC Recommendation  

In the Review # 1 of NDA 204141 for Topicort (desoximetasone) Topical Spray, 0.25%, 
this NDA was not recommended for approval from the CMC perspective due to the 
following reasons: 

1) CMC related label/labeling issues were not resolved 

2) An overall recommendation of “Acceptable” from the Office of Compliance 
regarding the facilities involved in this NDA was not yet issued 

The CMC label/labeling issues have been resolved via the amendments dated February 
22, 2013 and March 15, 2013 (see the Attachment -2).

The Office of Compliance has also made an overall recommendation of “Acceptable” for 
the facilities involved in this NDA on March 20, 2013 (see the Attachment-1).

Recommendation:

This NDA is now recommended for approval from the ONDQA perspective with the 
product expiation dating period of 24 months. 
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Attachment 2 

1) Final labeling: The applicant has submitted final labeling on March 15, 2013 
addressing all CMC labeling issues that were documented in CMC review #1 of 
this NDA. 

HIGH LIGHTS      ACCEPTABLE

TOPICORT® (desoximetasone) Topical Spray, 0.25% 

FULL PRESCRIBING INFORMATION                      ACCEPTABLE

#3. Dosage Forms and Strengths:

Topical Spray, 0.25%. Each gram of Topicort® Topical Spray contains 2.5 mg of desoximetasone 
in a clear, colorless liquid 

#11. Description: 

Topicort® (desoximetasone) Topical Spray, 0.25% contains desoximetasone as the active 
ingredient. Desoximetasone is a corticosteroid with the chemical name of pregna-1, 4-diene-3, 20-
dione, 9-fluoro-11, 21-dihydroxy-16-methyl-, (11ß,16a)-. Desoximetasone has the molecular 
formula of C22H29FO4 and a molecular weight of 376.47. The CAS Registry Number is 382-67-2. 

The structural formula is: 

Each gram of Topicort® Topical Spray contains 2.5 mg of desoximetasone in a clear, colorless 
liquid with the following inactive ingredients: glyceryl oleate, isopropyl alcohol (23.4%), isopropyl 
myristate, L-menthol, and mineral oil. Topicort® Topical Spray is co-packaged with a manual 
spray pump for installation by the pharmacist prior to dispensing to patients. 
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#16. How Supplied/Storage and Handling:     

16.1 How Supplied / Storage:  
Topicort® (desoximetasone) Topical Spray, 0.25% is a clear colorless liquid supplied in 
white, opaque bottles with white, opaque screw caps in the following sizes: 

• 30 mL (NDC 51672-5281-3) 
• 50 mL (NDC 51672-5281-4) 
• 100 mL (NDC 51672-5281-7) 

Store at controlled room temperature between 20°C to 25°C (68°F to 77°F), excursions 
permitted to 15°C to 30°C (59°F to 86°F). [See USP Controlled Room Temperature] Spray is 
flammable; avoid heat, flame or smoking when using this product. 

Each unit is co-packaged with a manual spray pump for installation by the pharmacist. 

16.2 Instructions for the Pharmacist: 
1. Remove the spray pump from the wrapper 
2. Remove and discard the cap from the bottle 
3. Keeping the bottle vertical, insert the spray pump into the bottle and turn    
    clockwise until well-fastened 
4. Dispense the bottle with the spray pump inserted 
5. Label the bottle with “discard the product 30 days after dispensing 

Patient Counseling Information: See FDA-approved patient labeling (Patient Information 
and Instructions for Use)  

Inform patients of the following: 

• Use this medication as directed by the physician. 
• Topicort® Topical Spray is for external use only. Avoid use on the face, axilla or groin. 
• Do not to use this medication for any disorder other than that for which it was prescribed. 
• Do not bandage or otherwise cover or wrap the treated skin so as to be occlusive. 
• Report any signs of local or systemic adverse reactions to the physician. 
• Do not use other corticosteroid-containing products with Topicort® Topical Spray 

without first consulting with the physician. 
• Discontinue therapy when control is achieved. If no improvement is seen within 4 weeks, 

contact the physician. 
• This medication is flammable; avoid heat, flame, or smoking when applying this product. 
• Discard this product 30 days after dispensed by pharmacist. 
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2) Final immediate container/carton label: The applicant has provided a labeling 
amendment on February 22, 2012 that provides the immediate container as well 
as carton labels for Topicort (desoximetasone) Topical Spray, 0.25%. 

A: IMMEDIATE CONTAINER LABELS   ACCEPTABLE
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5 Pages of Draft 
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Withheld in Full as b4 
(CCI/TS) immediately 
following this page.
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Initial Quality Assessment 
Branch IV 

Division of New Drug Quality Assessment II 

OND Division: Division of Dermatology and Dental Products 
NDA: 204-141

Applicant: Taro Pharmaceuticals USA, Inc. 
Stamp Date: June 12, 2012 

PDUFA Date April 12, 2013 
Trademark: Topicort®

Established Name: Desoximetasone 
Dosage Form: Spray

 Route of Administration: Topical
Indication: Relief of  plaque psoriasis in patients 

18 years of age or older

CMC Lead: Shulin Ding 

YES NO 
ONDQA Fileability: 

Comments for 74-Day Letter 

Summary and Critical Issues: 

A. Summary 
Taro Pharmaceuticals  has submitted a 505(b)(1) New Drug Application (NDA) for the 
prescription use of Topicort® (desoximetasone) spray, 0.25% for the topical treatment of plaque 
psoriasis in patients 18 years of age or older.    

The applicant references DMF 13861 held by Taro Israel for the CMC information of the 
proposed drug substance.  A letter of authorization from Taro Israel is provided.  The proposed 
drug substance manufacturing site is   The last CMC review on the DMF was filed on 
9/13/2005, and the DMF was deemed adequate to support topical products.  Submissions to the 
DMF subsequent to the last CMC review have not been reviewed. 

The proposed drug product is a clear, colorless, non-aqueous liquid packaged in white high-
density-polyethylene (HDPE) round bottles with white  screw closures.  It is co-packaged 
with a spray pump which is to be inserted into the bottle and fastened by turning clockwise by a 
pharmacist at time of dispensing. 

The proposed trade sizes are 100 mL, 50 mL, and 30 mL.   The physician sample size is 6 mL.  In 
addition to the active ingredient, the formulation also contains the following excipients: mineral 
oil, USP; L-menthol, USP; isopropyl myristate, NF; isopropyl alcohol, USP; and glyceryl oleate.  
The quality of glyceryl oleate proposed for this NDA conforms to Taro’s internal standard rather 
than to the standard prescribed by NF monograph.  There are no novel excipients present in the 
formulation.  Neither do any excipients originate from animal source. 
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These assigned functions can not be substantiated using physicochemical properties of 
the excipients alone; therefore, they should be deleted from Module 3 unless the applicant 
can provide justification that is acceptable to the clinical review team. 

9. Control over Glyceryl Oleate
The proposed specification for glyceryl oleate is Taro’s in-house standard which is 
inferior to that prescribed by NF monograph.  The quality of a formulation excipient 
which is monographed in USP/NF should be equal to or better than the compendical 
standard.

10. Bulk Hold Time 
Stability data are not provided to support the proposed  hold time. 

11. Total Deliverable
This attribute was requested in the Pre-NDA meeting.  Although it is included in the 
pump performance study report, no definite value in gram or mL with a proposed 
variation range is given by the applicant for each fill size. 

12. Drug Product Specification 
The following tests are omitted from the proposed drug product specification: package 
integrity, weight loss, microbial limit, pump performance.  The sponsor provides a 
justification to support the omission of the last three but not the test on package integrity. 

C. Comments for 74-Day Letter:

1. Submit representative drug product samples for each proposed configuration for 
confirmation of dosage form and packaging design. 

2. Provide annual production forecast for 5 years, and the calculation of the estimated 
concentration of the substance at the point of entry into the aquatic environment. 

3. The letter of authorization provided in the initial submission for DMF  
does not contain language that authorizes FDA to access the DMF in 

connection with the review of NDAs submitted by Taro Pharmaceuticals.  Re-submit 
the letter of authorization issued by the DMF holder with appropriate language for 
DMF     

4. The in-use stability studies provided in the initial submission are highly inadequate.  
Provide in-use stability data for all proposed configurations (including the physician 
sample size).  The data should be generated from the discharged (i.e. pumped out) 
formulation and cover multiple time points over the proposed “in-use expiration 
dating period.”  The discharged formulation should be tested minimally for the 
following parameters: assay of desoximetasone, related substances, assay of 
isopropyl alcohol, and leachables.  Additionally, you should evaluate weight loss, 
package integrity (both interior and exterior for all formulation-contacting parts), and 
pump performance at multiple time points over the course of in-use stability studies. 
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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
Complete and accurate information is in the 

amendment received on July 16, 2012. 

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
Complete and accurate information is in the 

amendment received on July 16, 2012. 
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