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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
                             

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 78-223 
 
 
 
 
 
 
Actavis Mid Atlantic LLC 
Attention: Janak Jadeja, R.Ph. 
      Director, Regulatory Affairs 
200 Elmora Avenue 
Elizabeth, NJ 07207 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application (ANDA) dated March 24, 2006, 
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), for 
Clobetasol Propionate Lotion, 0.05%.   
 
Reference is also made to the tentative approval letter issued by this office on May 29, 2008, and 
to your amendments dated May 26, 2006, and  August 25, October 10, November 18, and 
November 25, 2008. 
 
We have completed the review of this ANDA and have concluded that adequate information has 
been presented to demonstrate that the drug is safe and effective for use as recommended in the 
submitted labeling.  Accordingly the ANDA is approved, effective on the date of this letter.  The 
Division of Bioequivalence has determined your Clobetasol Propionate Lotion, 0.05%, to be 
bioequivalent and, therefore, therapeutically equivalent to the reference listed drug (RLD), 
Clobex Topical Lotion, 0.05%, of Galderma Laboratories LP. (Galderma).  
 
The RLD upon which you have based your ANDA, Galderma’s Clobex Topical Lotion, 0.05%, 
is subject to a period of patent protection.  As noted in the agency's publication titled Approved 
Drug Products with Therapeutic Equivalence Evaluations (the “Orange Book”), U.S. Patent No. 
6,106,848 (the '848 patent) is scheduled to expire on September 22, 2017. 
 
Your ANDA contains a paragraph IV certification under section 505(j)(2)(A)(vii)(IV) of the Act 
stating that the ‘848 patent is invalid, unenforceable, or will not be infringed by your 
manufacture, use, or sale of Clobetasol Propionate Lotion, 0.05%, under this ANDA.  Section 
505(j)(5)(B)(iii) of the Act provides that approval of an ANDA shall be made effective 
immediately, unless an action was brought against Actavis Mid Atlantic LLC (Actavis) for 
infringement of the listed '848 patent.  You have notified the agency that Actavis complied with 
the requirements of section 505(j)(2)(B) of the Act, and that litigation for infringement of the 
'848 patent was brought against Actavis within the statutory 45-day period in the United States 
District Court for the Northern District of Texas, Fort Worth Division [Galderma Laboratories, 
L.P. and Galderma S.A. v. Actavis Mid Atlantic, L.L.C., Civil Action No. 4-06CV-471-Y].  
Although this litigation remains ongoing, the 30-month period identified in section 



505(j)(5)(B)(iii) of the Act, during which time FDA was precluded from approving your ANDA, 
has expired.   
 
With respect to 180-day generic drug exclusivity, we note that Actavis was the first ANDA 
applicant to submit a substantially complete ANDA with a paragraph IV certification to the '848 
patent for this drug product.  Therefore, with this approval, Actavis is eligible for 180 days of 
generic drug exclusivity for Clobetasol Propionate Lotion, 0.05%.  This exclusivity, which is 
provided for under section 505(j)(5)(B)(iv) of the Act, will begin to run from the date of the 
commercial marketing identified in section 505(j)(5)(B)(iv).  Please submit correspondence to 
this ANDA informing the agency of the date the exclusivity begins to run. 
 
Under section 506A of the Act, certain changes in the conditions described in this ANDA require 
an approved supplemental application before the change may be made. 
 
Please note that if FDA requires a Risk Evaluation & Mitigation Strategy (REMS) for a listed 
drug, an ANDA citing that listed drug also will be required to have a REMS.  See section       
505-1(i) of the Act. 
   
Postmarketing reporting requirements for this ANDA are set forth in 21 CFR 314.80-81 and 
314.98.  The Office of Generic Drugs should be advised of any change in the marketing status of 
this drug. 
   
Promotional materials may be submitted to FDA for comment prior to publication or 
dissemination.  Please note that these submissions are voluntary.  If you desire comments on 
proposed launch promotional materials with respect to compliance with applicable regulatory 
requirements, we recommend you submit, in draft or mock-up form, two copies of both the 
promotional materials and package insert directly to: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Drug Marketing, Advertising, and Communications 
5901-B Ammendale Road 
Beltsville, MD 20705 
 

We call your attention to 21 CFR 314.81(b)(3) which requires that all promotional materials be 
submitted to the Division of Drug Marketing, Advertising, and Communications with a 
completed Form FDA 2253 at the time of their initial use. 
  
Within 14 days of the date of this letter, submit updated content of labeling [21 CFR 314.50(1)] 
in structured product labeling (SPL) format, as described at 
http://www.fda.gov/oc/datacouncil/spl.html, that is identical in content to the approved labeling.  
Upon receipt and verification, we will transmit that version to the National Library of Medicine 
for public dissemination.  
 
 
 
 



 For administrative purposes, please designate this submission as “Miscellaneous 
Correspondence – SPL for Approved ANDA 78-223”. 

 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Gary Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Robert L. West
12/4/2008 09:20:35 AM
Deputy Director, for Gary Buehler
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             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 78-223 
 
 
 
 
 
 
Actavis Mid Atlantic LLC 
Attention:  Janak Jadeja, R.Ph. 
        Director, Regulatory Affairs 
200 Elmora Avenue 
Elizabeth, NJ 07207 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application (ANDA) dated March 24, 2006, 
submitted pursuant to section 505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), for 
Clobetasol Propionate Lotion, 0.05%.  
 
Reference is made to your amendments dated May 26, 2006, June 15, 2007, and January 2, and 
April 8, 2008.  We also acknowledge receipt of your correspondence dated May 22, and July 11, 
2006, addressing the patent issues associated with this ANDA. 
 
We have completed the review of this ANDA, and based upon the information you have 
presented to date we have concluded that the drug is safe and effective for use as recommended 
in the submitted labeling.  However, we are unable to grant final approval to your ANDA at this 
time because of the patent issue noted below.  Therefore, the ANDA is tentatively approved.  
This determination is based upon information available to the agency at this time (i.e., 
information in your ANDA and the status of current good manufacturing practices (cGMPs) of 
the facilities used in the manufacture and testing of the drug product).  This determination is 
subject to change on the basis of new information that may come to our attention.  This letter 
does not address issues related to the 180-day exclusivity provisions under section 
505(j)(5)(B)(iv) of the Act. 
 
The reference listed drug (RLD) upon which you have based your ANDA, Clobex Topical 
Lotion, 0.05%, of Galderma Laboratories LP, is subject to a period of patent protection.  As 
noted in the agency's publication titled Approved Drug Products with Therapeutic Equivalence 
Evaluations (the “Orange Book”), U.S. Patent No. 6,106,848 (the '848 patent), is scheduled to 
expire on September 22, 2017.  
 
Your ANDA contains a paragraph IV certification under section 505(j)(2)(A)(vii)(IV) of the Act 
stating that the ‘848 patent is invalid, unenforceable, or will not be infringed by your 
manufacture, use, or sale of Clobetasol Propionate Lotion, 0.05%, under this ANDA.  Section 
505(j)(5)(B)(iii) of the Act provides that approval of an ANDA shall be made effective 
immediately, unless an action was brought against Actavis Mid Atlantic LLC (Actavis) for 



 

infringement of the listed '848 patent.  This action must have been brought against Actavis prior 
to the expiration of 45 days from the date the notice you provided under section 505(j)(2)(B)(i) 
was received by the NDA/patent holder(s).  You notified the agency that Actavis complied with 
the requirements of section 505(j)(2)(B) of the Act, and that litigation for infringement of the 
'848 patent was brought against Actavis within the statutory 45-day period in the United States 
District Court for the Northern District of Texas Fort Worth Division [GALDERMA 
LABORATORIES, L.P. and GALDERMA S.A. v. ACTAVIS MID ATLANTIC, L.L.C., Civil 
Action No. 4-06CV-471-Y].     
 
Therefore, final approval cannot be granted until:  
 
 1. a. the expiration of the 30-month period provided for in section 505(j)(5)(B)(iii)1   
 

b. the date the court decides2  that the ’848 patent is invalid or not infringed (see 
sections 505(j)(5)(B)(iii)(I), (II), and (III) of the Act) 

  or  
 
  c. the ‘848 patent has expired, and 
 
 2. The agency is assured there is no new information that would affect whether final      
                         approval should be granted. 
 
To reactivate your ANDA prior to final approval, please submit a “MINOR AMENDMENT – 
FINAL APPROVAL REQUESTED” 90 days prior to the date you believe that your ANDA will 
be eligible for final approval.  This amendment should provide the legal/regulatory basis for your 
request for final approval and should include a copy of a court decision, or a settlement or 
licensing agreement, as appropriate.  It should also identify changes, if any, in the conditions 
under which the ANDA was tentatively approved, i.e., updated information such as final-printed 
labeling, chemistry, manufacturing, and controls data as appropriate.  This amendment should be 
submitted even if none of these changes were made, and it should be designated clearly in your 
cover letter as a MINOR AMENDMENT – FINAL APPROVAL REQUESTED. 
 
In addition to the amendment requested above, the agency may request at any time prior to the 
date of final approval that you submit an additional amendment containing the requested 
information.  Failure to submit either or, if requested, both amendments may result in rescission 
of the tentative approval status of your ANDA, or may result in a delay in the issuance of the 
final approval letter. 
 
Any significant changes in the conditions outlined in this ANDA as well as changes in the status 
of the manufacturing and testing facilities' compliance with current good manufacturing practices 
(cGMPs) are subject to agency review before final approval of the application will be made.  
                                                           
1 Because information on the '848 patent was submitted to FDA before August 18, 2003, this reference to section 
505(j)(5)(B)(iii) is to that section of the Act as in effect prior to December 8, 2003, when the Medicare Prescription 
Drug, Improvement and Modernization Act (MMA) (Public Law 108-173) was enacted.  See MMA § 1101(c)(3). 
 
2 This decision may be either a decision of the district court or the court of appeals, whichever court is the first to 
decide that the patent is invalid or not infringed. 



 

Such changes should be categorized as representing either “major” or “minor” changes, and they 
will be reviewed according to OGD policy in effect at the time of receipt.  The submission of 
multiple amendments prior to final approval may also result in a delay in the issuance of the final 
approval letter. 
 
This drug product may not be marketed without final agency approval under section 505 of the 
Act.  The introduction or delivery for introduction into interstate commerce of this drug product 
before the final approval date is prohibited under section 301 of the Act.  Also, until the agency 
issues the final approval letter, this drug product will not be deemed to be approved for 
marketing under section 505 of the Act, and will not be listed in the “Orange Book.”  
 
For further information on the status of this application, or prior to submitting additional 
amendments, please contact Rosalyn Adigun, Project Manager, at (240) 276-8518. 
 
   

Sincerely yours, 
 
{See appended electronic signature page} 
 
Gary Buehler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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Deputy Director, for Gary Buehler
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LABELING REVIEWS 



          REVIEW OF PROFESSIONAL LABELING #1  
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
_____________________________________________________________________________________ 
ANDA Number:    78-223 
Date of Submission: March 24, 2006 
Applicant's Name:   Alpharma USPD Inc. 
Established Name: Clobetasol Propionate Lotion, 0.05%. 
___________________________________________________________________  
Labeling Deficiencies:   
1. GENERAL COMMENT: [ALL LABELING] - Revise your storage temperature on your labels and labeling 

to read “Store at 20 - 25oC (68 - 77oF) [see USP Controlled Room Temperature]”.  
2. CONTAINER (30mL, 59 mL) - See General Comment.     
3. CARTON (30 mL, 59 mL) – See General Comment. 
4. PROFESSIONAL INSERT - See general Comment. 
5. PATIENT INFORMATION: Satisfactory in Draft. 

Please ensure that the instructions for use are provided as a separate labeling piece within the carton or 
that they may be separated from the physician labeling as a distinct piece.   

 
      
Revise your labeling, as instructed above, and submit final printed labeling electronically according to the 
guidance for industry titled Providing Regulatory Submissions in Electronic Format – ANDA.  
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily 
or weekly updates of new documents posted on the CDER web site at the following address - 
http://www.fda.gov/cder/cdernew/listserv.html  

 
To facilitate review of your next submission, please provide a side-by-side comparison of your proposed 
labeling with that of your last submission with all differences annotated and explained. 

 
 

 
      
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 



 
 

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
Do you have Final Printed Labels and Labeling?    

 
1. CONTAINER -    
2. CONTAINER -  
3. CARTON -   
4. CARTON -  
5. PACKAGE INSERT -   
6. PATIEN INFORMATION -   
 
BASIS OF APPROVAL: 
• Was this approval based upon a petition? No     
• What is the RLD on the 356(h) form: Clobex Lotion  
• NDA Number:  21-535 
• NDA Drug Name: Clobetasol Propionate Lotion, 0.05%. 
• NDA Firm:  Galderma Laboratories 
• Date of Approval of NDA Insert and supplement 21-535: Approved July 24, 2003 
• Has this been verified by the MIS system for the NDA? Yes   
• Was this approval based upon an OGD labeling guidance? No  
• Basis of Approval for the Container Labels: Side-by-side comparison 
• Basis of Approval for the Carton Labeling: Side-by-side comparison 
• Revisions needed post-approval:  NO 
• Patents/Exclusivities: Refer to chart below.  

 
PATIENTS/EXCLUSIVTIES: 
 Patent Data – NDA 21-535 

No Expiration Use Code Use File 
6106848  September 22, 2017     IV 

Exclusivity  Data - NDA 21-535 

Code/sup  
Expiration 

Use 
Code 

Description  Labeling Impact 

 July 24, 2006 NDF  New Dosage Form  EXPIRED - NONE  
________________________________________________________________________________ 
FOR THE RECORD: 

1.  MODEL LABELING 
   Review based on the labeling for the reference listed drug, Clobex Lotion, 0.05% [NDA 21-535: Approved 

July 24, 2003] by Galderma Laboratories.    
 

2. PATIENTS/EXCLUSIVTIES: 
 Patent Data – NDA 21-535 

No Expiration Use Code Use File 
6106848  September 22, 2017     IV 

Exclusivity  Data - NDA 21-535 

Code/sup  
Expiration 

Use 
Code 

Description  Labeling Impact 

 July 24, 2006 NDF  New Dosage Form  EXPIRED - NONE  
  
3. INACTIVE INGREDIENTS 

   There does not appear to be a discrepancy in inactives between the DESCRIPTION and the composition 
statement.      

 
Ingredients function 
Clobetasol Propionate USP Active ingredient 
Carbomer 940 NF 
Propylene Glycol USP 

(b) (4)



Hypromellose USP
Mineral Oil USP 
Polyoxyethylene Glycol 300 isostearate 
Polysorbate 80 NF 
Sodium Hydroxide NF 
Purified water USP 

 
4. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON  

• USP:  Preserve in tight containers. Store at controlled room temperature. Do not refrigerate. 
• RLD:    Store at controlled room temperature Store at 68 - 77oF (20 - 25oC). Protect from freezing 
• ANDA:   Store at controlled room temperature Store at 68 - 77oF (20 - 25oC). Protect from freezing 
 

 
5. PACKAGE CONFIGURATION 

• RLD: Packaged in  1 oz, 2 oz, and 4 oz high density polyethylene bottles 
• ANDA:    

Package size HDPE bottle Polypropylene Cap 
1 ounce 1 oz 

white, bottom round, 
HDPE 

white, polypropylene, 
press-top 

2 ounce 2 oz  
white, cylinder, 
HDPE 

white, polypropylene, 
press-top 

          
6.  CONTAINER/CLOSURE:  
  

Component Manufacturer DMF # 
Bottle:  1 oz white, bottom round, HDPE 
and 2 oz white, cylinder, HDPE 

 
7. FNISHED DOSAGE FORM 

• RLD:   Lotion 
• ANDA:  White emulsion 
         

8.  MANUFACTURING FACILITY OF FINISHED DOSAGE FORM 
  

Alpharma USPD Inc. (a subsidiary of Actavis Group) 
1877 Kawai Road 
Lincolnton, NC 28092 
CFN#  1053439 
 

 
_______________________________________________________________________________________________ 
Date of Review:            Date of Submission:   March 24, 2006  
 
Primary Reviewer: B. Weitzman  Date: 
 
Team Leader: John Grace    Date: 
_______________________________________________________________________________________ 

  

(b) (4)(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Beverly Weitzman
11/29/2006 12:00:36 PM
MEDICAL OFFICER

John Grace
11/29/2006 01:15:06 PM
MEDICAL OFFICER



           APPROVAL SUMMARY #1 
 

REVIEW OF PROFESSIONAL LABELING  
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
_____________________________________________________________________________________ 
ANDA Number:    78-223         Date of Submission:  June 15, 2007 and January 2, 2008 
Applicant's Name:   Alpharma USPD Inc. 
Established Name: Clobetasol Propionate Lotion, 0.05%. 
___________________________________________________________________  
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
Do you have Final Printed Labels and Labeling?    

 
1. CONTAINER (1 oz) - Satisfactory in Final Print as of January 2, 2008 electronic submission.  
\\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\contain.pdf
2. CONTAINER (2 oz) - Satisfactory in Final Print as of January 2, 2008 electronic submission. 
\\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\contain.pdf
3. CONTAINER (4 oz) - Satisfactory in Final Print as of January 2, 2008 electronic submission 
 \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\contain.pdf
4. CARTON  (1 oz)-  Satisfactory in Final Print as of January 2 , 2008 electronic submission. 
 \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\carton.pdf
5. CARTON  (2 oz)- Satisfactory in Final Print as of  January 2, 2008 electronic submission. 
 \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\carton.pdf
6. CARTON  (4 oz)- Satisfactory in Final Print as of January 2, 2008 electronic submission. 
  \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\carton.pdf
7. PACKAGE INSERT -  Satisfactory in Final Print as of January 2 , 2008 electronic submission. 
 \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\pi.pdf
8. PATIEN INFORMATION - Satisfactory in Final Print as of January 2, 2008 electronic submission. 
 \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\pi.pdf
 
BASIS OF APPROVAL: 
• Was this approval based upon a petition? No     
• What is the RLD on the 356(h) form: Clobex Lotion  
• NDA Number:  21-535 
• NDA Drug Name: Clobetasol Propionate Lotion, 0.05%. 
• NDA Firm:  Galderma Laboratories 
• Date of Approval of NDA Insert and supplement 21-535: Approved July 24, 2003 
• Has this been verified by the MIS system for the NDA? Yes   
• Was this approval based upon an OGD labeling guidance? No  
• Basis of Approval for the Container Labels: Side-by-side comparison 
• Basis of Approval for the Carton Labeling: Side-by-side comparison 
• Revisions needed post-approval:  NO 
• Patents/Exclusivities: Refer to chart below.  

 
PATIENTS/EXCLUSIVTIES: 
 Patent Data – NDA 21-535 

No Expiration Use Code Use File 
6106848  September 22, 2017     IV 

 

Exclusivity  Data - NDA 21-535 

Code/sup  
Expiration 

Use 
Code 

Description  Labeling Impact 

 July 24, 2006 NDF  New Dosage Form  EXPIRED - NONE  
 



NOTE TO CHEMIST:  Please note that the firm added a new package size, 4 oz bottle in addition to the 1 oz 
and 2 oz bottles.  
________________________________________________________________________________ 
FOR THE RECORD: 

1.  MODEL LABELING 
   Review based on the labeling for the reference listed drug, Clobex Lotion, 0.05% [NDA 21-535: Approved 

July 24, 2003] by Galderma Laboratories.    
 
 

2. PATIENTS/EXCLUSIVTIES: 
 Patent Data – NDA 21-535 

No Expiration Use Code Use File 
6106848  September 22, 2017     IV 

Exclusivity  Data - NDA 21-535 

Code/sup  
Expiration 

Use 
Code 

Description  Labeling Impact 

 July 24, 2006 NDF  New Dosage Form  EXPIRED - NONE  
  
3. INACTIVE INGREDIENTS 

   There does not appear to be a discrepancy in inactives between the DESCRIPTION and the composition 
statement.      

 
Ingredients function 
Clobetasol Propionate USP Active ingredient 
Carbomer 940 NF 
Propylene Glycol USP 
Hypromellose USP 
Mineral Oil USP 
Polyoxyethylene Glycol 300 isostearate 
Polysorbate 80 NF 
Sodium Hydroxide NF 
Purified water USP 

 
4. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON  

• USP:  Preserve in tight containers. Store at controlled room temperature. Do not refrigerate. 
• RLD:    Store at controlled room temperature Store at 68 - 77oF (20 - 25oC). Protect from freezing 
• ANDA:   Store at controlled room temperature Store at 68 - 77oF (20 - 25oC). Protect from freezing 

 
5. PACKAGE CONFIGURATION 

• RLD: Packaged in  1 oz, 2 oz, and 4 oz high density polyethylene bottles 
• ANDA:   Package in 1 oz, 2 oz and 4 oz.  The firm submitted a labeling amendment June 15, 

2007 to provide for a new package size, 4 oz bottle.  
 

Package size HDPE bottle Polypropylene Cap 
1 ounce 1 oz 

white, bottom round, 
HDPE 

 
white, polypropylene, 
press-top 

2 ounce 2 oz 
white, cylinder, 
HDPE 

 
white, polypropylene, 
press-top 

          
6.  CONTAINER/CLOSURE:  
  

Component Manufacturer DMF # 
Bottle:  1 oz white, bottom round, HDPE 
and 2 oz white, cylinder, HDPE 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 
7. FNISHED DOSAGE FORM 

• RLD:   Lotion 
• ANDA:  White emulsion 
         

8.  MANUFACTURING FACILITY OF FINISHED DOSAGE FORM 
  

Alpharma USPD Inc. (a subsidiary of Actavis Group) 
1877 Kawai Road 
Lincolnton, NC 28092 
CFN#  1053439 
 

 
_______________________________________________________________________________________________ 
Date of Submission:   June 15, 2007 and January 2, 2008 
 
Primary Reviewer: B. Weitzman  Date: 
 
Team Leader: John Grace    Date: 
_______________________________________________________________________________________ 

  

(b) (4)(b) (4)



---------------------------------------------------------------------------------------------------------------------
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---------------------------------------------------------------------------------------------------------------------
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Beverly Weitzman
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LABELING REVIEWER

John Grace
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LABELING REVIEWER



           APPROVAL SUMMARY #2 
 

Supercedes Approval Summary #1 from June 15, 2007 and January 2, 2008 submissions 
 

REVIEW OF PROFESSIONAL LABELING  
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
_____________________________________________________________________________________ 
ANDA Number:    78-223          
Date of Submission: August 25, 2008 (Revised Insert) 
Applicant's Name:   Alpharma USPD Inc. 
Established Name: Clobetasol Propionate Lotion, 0.05%. 
___________________________________________________________________  
APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval): 
Do you have Final Printed Labels and Labeling?    

 
1. CONTAINER (1 oz) - Satisfactory in Final Print as of January 2, 2008 electronic submission.  
\\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\contain.pdf 
2. CONTAINER (2 oz) - Satisfactory in Final Print as of January 2, 2008 electronic submission. 
\\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\contain.pdf 
3. CONTAINER (4 oz) - Satisfactory in Final Print as of January 2, 2008 electronic submission 
 \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\contain.pdf 
4. CARTON  (1 oz)-  Satisfactory in Final Print as of January 2 , 2008 electronic submission. 
 \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\carton.pdf 
5. CARTON  (2 oz)- Satisfactory in Final Print as of  January 2, 2008 electronic submission. 
 \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\carton.pdf 
6. CARTON  (4 oz)- Satisfactory in Final Print as of January 2, 2008 electronic submission. 
  \\Cdsesub1\nonectd\N78223\N 000\2008-01-02\Amendment (Labeling)\labeling\carton.pdf 
7. PACKAGE INSERT -  Satisfactory in Final Print as of August 25 , 2008 electronic submission. 
 \\Fdswa150\nonectd\N78223\N 000\2008-08-25\Amendment (Labeling)\labeling\pi-final.pdf 
8. PATIEN INFORMATION - Satisfactory in Final Print as of August 25, 2008 electronic submission. 
 \\Fdswa150\nonectd\N78223\N 000\2008-08-25\Amendment (Labeling)\labeling\pi-final.pdf 
 
BASIS OF APPROVAL: 
• Was this approval based upon a petition? No     
• What is the RLD on the 356(h) form: Clobex Lotion  
• NDA Number:  21-535 
• NDA Drug Name: Clobetasol Propionate Lotion, 0.05%. 
• NDA Firm:  Galderma Laboratories 
• Date of Approval of NDA Insert and supplement 21-535: Approved July 24, 2003 
• Has this been verified by the MIS system for the NDA? Yes   
• Was this approval based upon an OGD labeling guidance? No  
• Basis of Approval for the Container Labels: Side-by-side comparison 
• Basis of Approval for the Carton Labeling: Side-by-side comparison 
• Revisions needed post-approval:  NO 
• Patents/Exclusivities: Refer to chart below.  

 
PATIENTS/EXCLUSIVTIES: 
 Patent Data – NDA 21-535 

No Expiration Use Code Use File 
6106848  September 22, 2017     IV 

 

Exclusivity  Data - NDA 21-535 

Code/sup  Use Description  Labeling Impact 



Expiration Code 
 July 24, 2006 NDF  New Dosage Form  EXPIRED - NONE  

 
NOTE TO CHEMIST:  Please note that the firm added a new package size, 4 oz bottle in addition to the 1 oz 
and 2 oz bottles.  
________________________________________________________________________________ 
FOR THE RECORD: 

1.  MODEL LABELING 
   Review based on the labeling for the reference listed drug, Clobex Lotion, 0.05% [NDA 21-535: Approved 

July 24, 2003] by Galderma Laboratories.    
 
 

2. PATIENTS/EXCLUSIVTIES: 
 Patent Data – NDA 21-535 

No Expiration Use Code Use File 
6106848  September 22, 2017     IV 

Exclusivity  Data - NDA 21-535 

Code/sup  
Expiration 

Use 
Code 

Description  Labeling Impact 

 July 24, 2006 NDF  New Dosage Form  EXPIRED - NONE  
  
3. INACTIVE INGREDIENTS 

   There does not appear to be a discrepancy in inactives between the DESCRIPTION and the composition 
statement.      

 
Ingredients function 
Clobetasol Propionate USP Active ingredient 
Carbomer 940 NF 
Propylene Glycol USP 
Hypromellose USP
Mineral Oil USP 
Polyoxyethylene Glycol 300 isostearate 
Polysorbate 80 NF 
Sodium Hydroxide NF 
Purified water USP 

 
4. STORAGE TEMPERATURE RECOMMENDATIONS COMPARISON  

• USP:  Preserve in tight containers. Store at controlled room temperature. Do not refrigerate. 
• RLD:    Store at controlled room temperature Store at 68 - 77oF (20 - 25oC). Protect from freezing 
• ANDA:   Store at controlled room temperature Store at 68 - 77oF (20 - 25oC). Protect from freezing 

 
5. PACKAGE CONFIGURATION 

• RLD: Packaged in  1 oz, 2 oz, and 4 oz high density polyethylene bottles 
• ANDA:   Package in 1 oz, 2 oz and 4 oz.  The firm submitted a labeling amendment June 15, 

2007 to provide for a new package size, 4 oz bottle.  
 

Package size HDPE bottle Polypropylene Cap 
1 ounce 1 oz  

white, bottom round, 
HDPE 

white, polypropylene, 
press-top 

2 ounce 2 oz  
white, cylinder, 
HDPE 

white, polypropylene, 
press-top 

          
6.  CONTAINER/CLOSURE:  
  

Component Manufacturer DMF # 
Bottle:  1 oz white, bottom round, HDPE 
and 2 oz white, cylinder, HDPE 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



 
7. FNISHED DOSAGE FORM 

• RLD:   Lotion 
• ANDA:  White emulsion 
         

8.  MANUFACTURING FACILITY OF FINISHED DOSAGE FORM 
  

Alpharma USPD Inc. (a subsidiary of Actavis Group) 
1877 Kawai Road 
Lincolnton, NC 28092 
CFN#  1053439 
 

  
_______________________________________________________________________________________________ 
Date of Submission:   August 25, 2008  
 
Primary Reviewer: B. Weitzman  Date: 
 
Team Leader: John Grace    Date: 
_______________________________________________________________________________________ 

  

(b) (4)
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DIVISION OF BIOEQUIVALENCE REVIEW 
 

ANDA No. 78-223 
Drug Product Name Clobetasol Propionate Lotion  
Strength 0.05% 
Applicant Name Alpharma USPD, Inc. 
Address Attention: Janak Jadeja 

One New England Avenue, Piscataway, NJ 08854 
732-465-3631 (phone), 732-465-3731 (fax) 

Submission Date(s)  March 24, 2006 

Amendment Date(s)  NA 

Reviewer   Bing V. Li 
First Generic   No 
 
I. Executive Summary 

The application contains the results of a Pilot Dose Duration-Response Study and a 
Pivotal Pharmacodynamic (PD) Bioequivalence (BE) Study comparing the test product, 
Clobetasol Propionate Lotion, 0.05% from Alpharma USPD, Inc. to the Reference Listed 
Drug (RLD), CLOBEX®, 0.05%, from Galderma Labs LP. 
 
The Pilot Dose Duration-Response Study of CLOBEX®, 0.05%, was performed in 15 
healthy volunteers. The study resulted in D1, ED50, and D2 data of 3, 6, and 12 minutes 
respectively. The ED50 as determined by the DBE was the same as the firm’s results.  
 
The Pivotal PD BE Study of test product Clobetasol Propionate Lotion, 0.05% and the 
RLD, CLOBEX®, 0.05%, was performed in 224 healthy volunteers (females). For the 
pivotal study analysis, 64 subjects met the D2/D1 ≥ 1.25 criterion.   Analysis of the 
qualified subjects in the study resulted in a point-estimate of 104.2 and 90% confidence 
interval of 87.6-124.2 using Locke’s method for the AUEC0-24 data. The study is 
therefore acceptable. 
 
The application is acceptable with no deficiencies. 
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B. Formulation Data ............................................................................................................................... 22 
 
III. Submission Summary 

A. Drug Product Information 

Test Product CLOBETASOL PROPIONATE LOTION, 0.05% 
Reference Product CLOBEX®, 0.05% 
RLD Manufacturer Galderma Labs LP 
NDA No. 21-535 
RLD Approval Date Jul 24, 2003 
Indication Relief of the inflammatory and pruritic manifestations of 

corticosteroid-responsive dermatoses and for the treatment of 
moderate to severe plaque psoriasis 
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B. PK/PD Information 

Background Clobetasol propionate belongs to topical corticosteroid.  There are 
no human data regarding the distribution of corticosteroids to body 
organs following topical application. Nevertheless, once absorbed 
through the skin, topical corticosteroids are handled through 
pharmacokinetic pathways similar to systematically administered 
corticosteroids. Due to the fact that circulating levels are usually 
below the level of detection, the use of pharmacodynamic 
endpoints for assessing the systemic exposure of topical 
corticosteroids is necessary. They are metabolized, primarily in the 
liver, and are then excreted by the kidneys. In addition, some 
corticosteroids and their metabolites are also excreted in the bile.  

CLOBEX® (clobetasol propionate) Lotion, 0.05% is in the super-
high range of potency as compared with other topical 
corticosteroids in vasoconstrictor studies.  

In studies evaluating the potential for hypothalamic-pituitary-
adrenal (HPA) axis suppression, CLOBEX® Lotion, 0.05% 
demonstrated rates of suppression that were numerically higher 
than those of a clobetasol propionate 0.05% cream (Temovate E® 
Emollient, 0.05%).  

Relevant OGD or 
DBE History 

DBE has not reviewed any clobetasol propionate lotion.  However, 
DBE has reviewed a number of clobetasol propionate in other 
topical dosage forms, such as cream, gel, ointment, and topical 
solution.   
 
DBE has reviewed only one protocol of clobetasol propionate 
lotion (P00-015, , Submission Date: April 26, 2000).  
DEB recommended the firm to conduct a clinical end point 
bioequivalence study, a vasoconstrictor assay, and an HPA-axis 
suppression study. 

Agency Guidance Guidance for Industry: Topical Dermatologic Corticosteroids: In 
Vivo Bioequivalence, Issued June 2, 1995 and Posted 06 March 
1998. 

(b) (4)
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Drug Specific 
Issues 

Topical corticosteroids cause vasoconstriction of the skin micro-
vasculature, leading to blanching of treated skin areas.  The 
vasoconstrictor response of topical corticosteroids can be measured 
as a function of dose or the length of the time for exposure to the 
skin.  A pharmacodynamic assay based on quantitation of the 
vasoconstrictor response has been adopted by the agency for 
documentation of bioequivalence of multisource topical 
corticosteroids.  The study design has gradually evolved from 
observations based on a single time-point assay (pre 1992), a 
multiple time point assay (the 1992 OGD interim guidance on 
topical corticosteroids), to an assay incorporating a pilot dose 
response study and a pivotal bioequivalence study (the 1995 OGD 
guidance for topical dermatologic corticosteroids).  The 
requirement of a particular study design for bioequivalence 
determination has been enforced depending upon the time when 
study was performed.  Thus, studies performed prior to July 1, 
1992, required the single-point vasoconstrictor assay, protocols 
executed from July 1, 1992 to Jun 2, 1995 required the multiple 
point assays with pharmacodynamic model fitting to each subject's 
vasoconstrictor response data, and studies initiated after June 2, 
1995, are required to be based on the current OGD guidance for 
topical dermatologic corticosteroids. 

 
C. Contents of Submission 

Study Types Yes/No? How many? 
In vitro dissolution No  
Waiver requests No  
Vasoconstrictor Studies Yes (2) Pilot and Pivotal 
Failed Studies No  
Amendments No  
 

D. Pre-Study Bioanalytical Method Validation 

Number of Operators 2 
Number of Application Sites 8 (4 each arm) 
ChromaMeter Used 
Between Subject Precision Range (%CV) < 10.0 
Between Site Precision Range (%CV) < 10.0 
Within Site Precision Range (%CV) < 10.0 

Mean Difference vs. Trainer ≤ 10% (Y/N) Yes 

(b) (4)
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2. Pivotal Pharmacodynamic Bioequivalence Study 

Study Summary, Pivotal Study 
Study No. 10504910 
Study Design One-period, randomized, vasoconstriction study 
No. of subjects enrolled 224 
No. of subjects completing 224 
No. of subjects analyzed 224 
Subjects (Healthy or Patients?) Healthy 
Sex(es) included (how many?) Male: 0  Female: 224 
Test product  Clobetasol Propionate Lotion, 0.05% 
Reference product CLOBEX®, 0.05% 
Strength tested 0.05% 
Dose 5 microliters 

 
Summary of Statistical Analysis (AUEC0-24, Locke’s Method) 

Calculated 
By 

 
N Test Reference

Point 
Estimate 90% CI 

Firm 64 8.42 8.08 104.2 87.6-124.2 
DBE 64 8.42 8.08 104.2 87.6-124.2 

 
F. Formulation 

Location in appendix Section IV.B, Page 22 
Are inactive ingredients within IIG limits? Yes 
 If no, list ingredients outside of limits -- 
Is the formulation acceptable? Yes 
 If not acceptable, why? -- 
 

G. Deficiency Comments 

None. 
 

H. Recommendations 

1. The pilot dose duration-response study conducted by Novum Pharmaceutical 
Research Services for Alpharma USPD, Inc., on the reference product, CLOBEX®, 
0.05%, Lot #WBBT, is acceptable. 
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2. The pivotal pharmacodynamic bioequivalence study conducted by Novum 
Pharmaceutical Research Services for Alpharma USPD, Inc., on the test product, 
Clobetasol Propionate Lotion, 0.05%, Lot # #X508050, comparing it with the 
reference product, CLOBEX®, 0.05%, Lot #WBBT, is acceptable. 
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IV. Appendix 

A. Individual Study Reviews 

1. Pilot Dose Duration-Response Study 

a) Study Design 
 

Study Information 
Study Number 10504909 
Study Title Dose Response of Clobetasol Propionate Lotion, 0.05% 
Clinical Site Novum Pharmaceutical Research Services, Houston, TX 
Principal Investigator Soran, Hong, M.D. 
Study/Dosing Dates 10/01/05 – 10/02/05 
Statistician Novum PRS 
 
Reference Product CLOBEX®, 0.05% 
Manufacturer GALDERMA LABS LP 
Batch/Lot No. #WBBT 
Manufacture Date NA 
Expiration Date 01, 2008 
Strength 0.05% 
Dosage Form Lotion  
Potency 99.2% 
 
No. of Periods 1 
No. of Groups  1 
Randomization Scheme Staggered application with synchronized removal of 9 

sites plus 2 untreated sites each arm 
Dose Duration Times 0.5, 1, 3, 6, 12, 30, 60, 90 and 120 minutes 
Skin Blanch Reading Times 0, 2, 4, 6, 8, 10, 12, 20 and 24 hours 
IRB Approval Yes 
Informed Consent Yes 
Subject Screening Yes, healthy, non-tobacco-using females  
Subjects Demographics See Table 1 
Preparation of Skin The arm was washed with mild soap and dried 

approximately 2 hours prior to dosing. 
Occluded or Non-Occluded Non-occluded 
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Length of Confinement During this study, the subjects were housed at the clinical 
facility.  

Safety Monitoring Blood pressure, pulse rate, respiratory rate and 
temperature measured during check-in.  

 
Comments on Study Design: Acceptable. 
 

b) Clinical Results 

Table 1: Demographics of Study Subjects 

  

Table 2  Study Adverse Events 

None. 

Table 3  Protocol Deviations 
None.  
 
Comments on Dropouts/Adverse Events/Protocol Deviations: Acceptable. 
 (b) (4)

Following this page, 2 pages withheld in full (b)(4)
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2. Pivotal Pharmacodynamic Bioequivalence Study 

a) Study Design 
 

Study Information 
Study Number 10504910 
Study Title Bioequivalence of Two Clobetasol Propionate Lotions 
Clinical Site Novum Pharmaceutical Research Services, Houston, TX 
Principal Investigator Soran, Hong, M.D. 

Group Subjects Dose Date 

1 01-20 11/05/05 

Study/Dosing Dates 

2 21-40 11/10/05 

(b) (4)
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3 41-60 11/16/05 

4 61-80 11/30/05 

5 81-109 12/03/05 

6 110-135 12/10/05 

7 136-157 01/04/06 

8 158-183 01/28/06 

9 184-205 02/11/06 

10 206-224 02/25/06 

Statistician Novum PRS 
 
CATEGORY  Alpharma USPD, Inc. 

Clobetasol Propionate Lotion, 
0.05% 

GALDERMA LABS LP 
CLOBEX®, 0.05% 

GENERAL  
Dosage Form  Lotion  Lotion 
Route of Administration  Topical  Topical  
CLINICAL SUPPLIES  
Lot #  #X508050 #WBBT  
Batch Size  Not Applicable  
Date of Manufacture  08/2005  Not Applicable  
Expiration Date  08/2007  01/2008  

Packaging Component  

A high density polyethylene 
(HDPE) bottle and a plastic 
closeure  Not Available 

Assay  100.7% 99.2% 

STUDY INFORMATION – STUDY NO. 10504910 
IRB Approval  Yes  
Dosing  11/05/05 – 02/26/06  
 
No. of Periods 1 
No. of Groups  10 
Randomization Scheme The randomization was generated by the Biostatistics 

Department at Novum Pharmaceutical Research Services 
Dose Duration Times (D1, ED50, 
D2) 3 minutes, 6 minutes, 12 minutes 

(b) (4)
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ChromaMeter Reading Times 0, 2, 4, 6, 8, 10, 12, 20 and 24 hours after removal of the 
application 

ChromaMeter Used 
IRB Approval Yes  
Informed Consent Yes 
Subject Screening Yes, healthy, non-tobacco-using female subjects 
Subjects Demographics See Table 4 
Preparation of Skin The arm was washed with Liquid Neutrogena Facial 

Cleansing Formula® and dried approximately 2 hours 
prior to dosing. 

Occluded of Non-Occluded The treated area was NOT occluded.  
Length of Confinement During this study, the subjects were housed at the clinical 

facility.  
Safety Monitoring Blood pressure, pulse rate, respiratory rate and 

temperature measured during check-in.  
 
Comments on Study Design: Acceptable. 

(b) (4)
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b) Clinical Results 

Table 4  Demographics of Study Subjects 

  

Table 5  Dropout Information  
None. 

Table 6  Study Adverse Events 
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Table 7  Protocol Deviations 
One subject (#153) consumed 4 oz of coffee.  This subject did not meet the D2/D1>1.25 
qualification criteria and was not eligible for inclusion in the bioequivalence analysis. 
 

c) Statistical Results 
 
Number of Subjects Enrolled 224 
Number of Subjects Completing 224 
Number of Subjects Analyzed 64 

 Firm DBE 
Number of Subjects with D2/D1 ≥ 1.25 64 64 

Number of Subjects Analyzed by the Locke’s Method AUEC0-24 64 64 
 

In Vivo Bioequivalence Vasoconstrictor Assay Results  
 Mean Area Under the Negative 

Response Curve for ChromaMeter 
Evaluation 

Ratio %  90% Confidence 
Interval 

 Test  Reference  T/R 
Lower %  Upper %  

Firm’s results  8.42 8.08 104.2 87.6 124.2 
Reviewer’s results  8.42 8.08 104.2 87.6 124.2 
 
Reviewer’s Comments: 
 
1. A total of 224 healthy female subjects were dosed in the pivotal bioequivalence study 

and 224 subjects completed the study.  There are 64 subjects who met the 
qualification criteria (D2/D1 ≥1.2) and were included in the BE statistical analysis. 

2. DBE’s calculation agrees with the firm’s results. 
3. The 90% confidence intervals were within the acceptable limit of 80-125%.   
 
Summary/Conclusions, Pivotal Pharmacodynamic Bioequivalence Study:  
 
Acceptable. 
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Table 8  ChromaMeter Results - Subjects with D2/D1 ≥ 1.25 

Subject D2/D1 
AUEC 0-24 
Ref Average 

AUEC 0-24 
Test Average 

3  -4.8575 -9.015 
5  -6.1075 -19.065 
6  -8.6725 -17.5025 
7  -7.5525 -7.1925 
9  -10.37 -20.1975 

11  -15.4775 -9.935 
14  -3.8125 -9.3525 
22  -4.3225 -7.17 
25  -7.9625 -15.655 
27  -11.58 -6.49 
33  -7.0775 -9.4375 
36  -0.9 7.0775 
47  -10.01 -4.12 
48  5.1275 -1.4775 
57  1.985 -7.0925 
59  -11.465 -14.8725 
63  -7.0875 -0.11 
64  -15.285 -12.0125 
67  -6.75 -0.71 
68  -11.415 -7.7 
69  -6.45 -5.4725 
73  -26.4275 -23.715 
75  -10.1425 -19.34 
79  -0.975 -10.535 
81  -21 -5.825 
89  -5.665 -5.8875 

100  -2.3075 1.475 
103  -9.9375 -6.15 
104  -4.7775 -0.5375 
110  -2.755 -7.58 
112  -15.605 -14.97 
117  -10.4575 -8.635 
119  -6.145 -3.08 
122  -8.5275 6.3975 
124  7.425 4.51 
125  -13.36 -6.895 
130  2.91 5.385 
131  -5.235 5.455 
134  -7.4725 -12.7325 
138  -8.3875 -17.69 
140  -10.275 -8.355 
141  0.33 -3.3275 
146  -5.6075 -13.47 
149  -16.445 -18.97 
156  -14.84 -18.0425 

(b) (4)
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157 -6.805 -3.4825 
159  -2.15 -3.0375 
168  -2.62 -14.085 
169  -24.8175 -20.075 
173  -15.2525 -8.9925 
180  3.9875 0.895 
183  8.6775 -2.11 
189  -8.9875 -6.9925 
191  -4.2025 -12.4075 
192  -13.9625 -9.755 
195  -9.8175 -12.515 
199  -10.6225 -13.3625 
200  -16.8025 -24.2025 
201  2.565 -2.685 
208  -8.7675 -6.4325 
216  -11.21 -0.105 
220  -26.3975 -16.63 
221  -5.35 -14.46 
222  -18.6625 -8.39 

(b) (4)
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E: Sum 
D: Sigma hat in Locke’s method 
n: Number of subjects 
t: Student’s t value for d.f. = n-1, (The firm used t=1.669 in this study)  
 
1. Locke, C.S., An exact confidence interval from untransformed data for the ratio of two 
formulation means. J. Pharmacokinet. Biopharm. 1984 Dec; 12(6):649-655





 

BIOEQUIVALENCE COMMENTS  
 
 
ANDA: 78-223   APPLICANT: Alpharma USPD, Inc. 
 
 
DRUG PRODUCT: Clobetasol Propionate Lotion, 0.05% 
 
The Division of Bioequivalence has completed its review and 
has no further questions at this time. 
 
Please note that the bioequivalence comments provided in 
this communication are preliminary.  These comments are 
subject to revision after review of the entire application, 
upon consideration of the chemistry, manufacturing and 
controls, microbiology, labeling, or other scientific or 
regulatory issues.  Please be advised that these reviews 
may result in the need for additional bioequivalence 
information and/or studies, or may result in a conclusion 
that the proposed formulation is not approvable. 
 
 
 
 

Sincerely yours, 
 
 
 
 

{See appended electronic signature page} 
 
 
 
 
 

Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



 

 
 
ANDA 78-223 
 
BIOEQUIVALENCY - COMMENTS  Submission date: May 19, 2005 
 
 1. Pilot Study (STU)     Strengths: 0.05% lotion 
 Novum PRS      Outcome: AC 
 
 2. Pivotal Study (STU)     Strengths: 0.05% lotion 
 Novum PRS      Outcome: AC 
 
 
Outcome Decisions: AC - Acceptable 
    
 
  



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Bing Li
2/14/2007 11:33:36 AM
BIOPHARMACEUTICS

Moheb H. Makary
2/14/2007 11:35:22 AM
BIOPHARMACEUTICS

Dale Conner
2/15/2007 10:18:33 AM
BIOPHARMACEUTICS



 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 

ANDA 078223 
 
 
 

 

 
ADMINISTRATIVE and CORRESPONDENCE 

DOCUMENTS 

























          REVIEW OF PROFESSIONAL LABELING #1  
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
_____________________________________________________________________________________ 
ANDA Number:    78-223 
Date of Submission: March 24, 2006 
Applicant's Name:   Alpharma USPD Inc. 
Established Name: Clobetasol Propionate Lotion, 0.05%. 
___________________________________________________________________  
Labeling Deficiencies:   
1. GENERAL COMMENT: [ALL LABELING] - Revise your storage temperature on your labels and labeling 

to read “Store at 20 - 25oC (68 - 77oF) [see USP Controlled Room Temperature]”.  
2. CONTAINER (30mL, 59 mL) -  See General Comment.     
3. CARTON (30 mL, 59 mL) –  See General Comment. 
4. PROFESSIONAL INSERT -  See general Comment. 
5. PATIENT INFORMATION: Satisfactory in Draft. 

Please ensure that the instructions for use are provided as a separate labeling piece within the carton or 
that they may be separated from the physician labeling as a distinct piece.   

 
    
Revise your labeling, as instructed above, and submit final printed labeling electronically according to the 
guidance for industry titled Providing Regulatory Submissions in Electronic Format – ANDA.  
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily 
or weekly updates of new documents posted on the CDER web site at the following address - 
http://www.fda.gov/cder/cdernew/listserv.html  

 
To facilitate review of your next submission, please provide a side-by-side comparison of your proposed 
labeling with that of your last submission with all differences annotated and explained. 

 
 
 
 

{See appended electronic signature page} 
 

___________________________ 
Wm. Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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MINOR AMENDMENT 
 
ANDA  78-223 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (301-594-0320) 
 

 
  
APPLICANT:  Actavis Mid Atlantic ( Formerly 
Alpharma USPD) 
 
ATTN:  Janak Jadeja 
 
FROM:  Rosalyn Adigun, Pharm.D. 

 
TEL: 908-659-2432 
 
FAX: 908-659-2440 
 
PROJECT MANAGER: (301)-827-5754 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated March 24, 2006, submitted pursuant to 
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Clobetasol Propionate Lotion, 0.05%.  
 
The application is deficient and, therefore, Not Approvable under Section 505 of the Act for the reasons provided in 
the attachments ( 2  pages).   This facsimile is to be regarded as an official FDA communication and unless 
requested, a hard copy will not be mailed.  
 
The file on this application is now closed.  You are required to take an action described under 21 CFR 314.120 
which will either amend or withdraw the application.  Your amendment should respond to all of the deficiencies 
listed.  Facsimiles or partial replies will not be considered for review, nor will the review clock be reactivated until 
all deficiencies have been addressed.  The response to this facsimile will be considered to represent a MINOR 
AMENDMENT and will be reviewed according to current OGD policies and procedures.  The designation as a 
MINOR AMENDMENT should appear prominently in your cover letter.  You have been/will be notified in a 
separate communication from our Division of Bioequivalence of any deficiencies identified during our review of 
your bioequivalence data.  If you have substantial disagreement with our reasons for not approving this application, 
you may request an opportunity for a hearing. 
 
SPECIAL INSTRUCTIONS: 
See Chemistry comments attached 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address. 
 





 
3. Information related to the labeling and bioequivalency is under review.  After the 

reviews are completed, any deficiencies found will be communicated to you under 
separate covers.  

 
4. The firms referenced in your ANDA application relative to the manufacturing and 

testing of the product must be in compliance with cGMPs at the time of approval.  
 

5. On page162 you stated that the specification for unknown related compounds is set in 
agreement with the IT (identification threshold) of 0.10% prescribed in ICH Q3A (R) 
for drug substances with a maximum daily dose of ≤2 g/day.  The statement “… with a 
maximum daily dose of ≤2 g/day” is incorrect.  The correct answer should be ≤1 g/day. 

 
 
 
     Sincerely yours, 
 
 
 
     Rashmikant M. Patel, Ph.D. 
     Director 
     Division of Chemistry I 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
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RECORD OF TELEPHONE CONVERSATION 
Office of Generic Drugs 
Division of Chemistry 1 
Team 3   

 
FROM: Liang-Lii Huang 

 
DATE: Nov 18, 2008 

 
ANDA: 78-223 
 

NAME/TITLE OF INDIVIDUAL(S) from FDA: Liang-Lii Huang, review chemist 
  
FIRM: Actavis Mid Atlantic LLC Representative: Chris Shearn 
PRODUCT NAME: Clobetasol Propionate Lotion, 0.05% 
TEL #: (908) 659-2619 

 
 

 
Notes of Conversation:  
 

 
  Deficiency: 

 
Please commit to placing the drug samples packaged using a new cap manufacturer, 

 for the 2 oz and 4 oz container/closure system for stability studies 
in your annual update. 

 
 
 

 
SIGNATURE OF OGD REPRESENTATIVES: 

Liang-Lii Huang, Ph.D., review chemist   
 
Location of Electronic Copy:  
 
V:\Chemistry Division I\Team 3\T-CONS\78223.TCON.doc 
 
November 18, 2008 

(b) (4)
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