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EXCLUSIVITY SUMMARY  

 
NDA # 202428     SUPPL #          HFD # 540 

Trade Name   Fabior 
 
Generic Name   (tazarotene) Foam, 0.1% 
     
Applicant Name   Stiefel Laboratories, Inc.       
 
Approval Date, If Known   May 11, 2012            
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(1) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
      

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
      

 
 
 
d)  Did the applicant request exclusivity? 
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   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

3 years 
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
            
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 

 
      
NDA# 20-600 tazarotene gel      
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NDA# 21-184 tazarotene cream 

NDA#             

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA#             

NDA#             

NDA#             

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
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IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  

 
     If yes, explain:                                          
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(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 

investigations submitted in the application that are essential to the approval: 
 

Investigation #1 – W0260-301 – Demonstrate superiority of tazarotene foam 
versus vehicle 

Investigation #2 – W0260-302 – Demonstrate superiority of tazarotene foam 
versus vehicle 

 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1 (W0260-301)        YES  NO  

 
Investigation #2 (W0260-302)        YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1 (W0260-301)        YES  NO  

 
Investigation #2 (W0260-302)        YES  NO  

 
If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
Investigation #1 – W0260-301 – Demonstrate superiority of tazarotene foam 

versus vehicle 
Investigation #2 – W0260-302 – Demonstrate superiority of tazarotene foam 

versus vehicle 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1 (W0260-301)   ! 
     ! 

 IND # 105564  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2 (W0260-302)   ! 
! 

 IND # 105564  YES    !  NO     
      !  Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

 
 
 
 
 
Investigation #1   ! 

! 
YES       !  NO     
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Explain:    !  Explain:  
                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Cristina Attinello                     
Title:  Regulatory Project Manager 
Date:  5-11-12      
 
                                                       
Name of Division Director signing form:  Susan Walker 
Title:  Division Director 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 202428 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Stiefel Laboratories, Inc. 
20 T.W. Alexander Drive 
Research Triangle Park, NC 27709 
 
ATTENTION:  Brandy L. Muchanic 

 Associate Director, Regulatory Affairs 
 
Dear Ms. Muchanic: 
 
Please refer to your New Drug Application (NDA) dated July 29, 2011, received July 29, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Tazarotene 
Foam, 0.1%. 
 
We also refer to your February15, 2012, correspondence, received February15, 2012, requesting 
review of your proposed proprietary name, Fabior.  We have completed our review of the 
proposed proprietary name, Fabior and have concluded that it is acceptable.  
 
If any of the proposed product characteristics as stated in your February 15, 2012 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Janet Anderson, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-0675.  For any other information 
regarding this application, contact the Office of New Drugs (OND) Regulatory Project Manager, 
Cristina Attinello at (301) 796-3986.   
 
 

         Sincerely, 
 
                                                         {See appended electronic signature page}   

 
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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Attinello, Cristina

From: Attinello, Cristina
Sent: Wednesday, February 15, 2012 1:07 PM
To: 'Brandy Muchanic'
Subject: Draft Label for NDA 202428

Hi Brandy,

I note the following in the draft label for the above product, under Section 7: Drug Interactions:

To what data are you referring?  Can you provide the source of the data or a rationale?  Please respond by 2-21-12 via 
email, but also submit your response officially to the NDA.

Thanks,

Cristina Petruccelli Attinello, MPH
Regulatory Project Manager
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Dermatology & Dental Products
White Oak, Bldg. 22, Room 5181
Phone: 301-796-3986
Fax: 301-796-9895 

Reference ID: 3088088
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 202428 INFORMATION REQUEST 

 
 
Stiefel Laboratories, Inc. 
Attention: Brandy L. Muchanic 
Manager, Regulatory Affairs 
20 T.W. Alexander Drive 
Research Triangle Park, NC 27709 
 
 
Dear Ms. Muchanic: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for (tazarotene) Foam, 0.1%. 
 
We are reviewing the Chemistry, Manufacturing and Controls sections of your submission and 
have the following comments and information requests.  We request a prompt written response 
by February 21, 2011. 
 

 Remove the word “  from the Description section (sec. #11) of the package 
insert (drug product is described as “aqueous-based  foam vehicle”).  
Alternatively, provide information demonstrating that the drug product continues to 
be an  inside the aerosol can after filling and upon storage.   

 
To facilitate prompt review of your response, please also provide an electronic courtesy copy of 
your response to both Jeannie David, Regulatory Project Manager in the Office of New Drug 
Quality Assessment (Jeannie.David@fda.hhs.gov), and Cristina Attinello, Regulatory Project 
Manager the Office of New Drugs (Cristina.Attinello@fda.hhs.gov). 
 
If you have any questions regarding this CMC letter, please contact Jeannie David, Regulatory 
Project Manager, at (301) 796-4247. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Moo-Jhong Rhee, Ph.D. 
Chief, Branch IV 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 202428 
 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Stiefel Laboratories, Inc. 
20 T.W. Alexander Drive 
Research Triangle Park, NC 27709 
 
ATTENTION:  Brandy L. Muchanic 

 Associate Director, Regulatory Affairs 
 
 
Dear Ms. Muchanic: 
 
Please refer to your New Drug Application (NDA) dated July 29, 2011, received July 29, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Tazarotene Foam 
0.1%. 
 
We also refer to your November 15, 2011, correspondence, received November 15, 2011, requesting 
review of your proposed proprietary name,   We have completed our review of this proposed 
proprietary name and have concluded that this name is unacceptable for the following reasons: 
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NDA 202428 INFORMATION REQUEST 

 
 
Stiefel Laboratories, Inc. 
Attention: Brandy L. Muchanic 
Manager, Regulatory Affairs 
20 T.W. Alexander Drive 
Research Triangle Park, NC 27709 
 
 
Dear Ms. Muchanic: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for (tazarotene) Foam, 0.1%. 
 
We are reviewing the Chemistry, Manufacturing and Controls sections of your submission and 
have the following comments and information requests.  We request a prompt written response 
by January 20, 2011. 
 

1. Address the following issues which concern the proposed analytical procedure for 
identification and assay of tazarotene and related substances in tazarotene drug substance. 
 
 Clarify what the composition of the mobile phase gradient is in this analytical 

procedure.  There are two different solvents defined as A/B and C/D, but the gradient 
is expressed as “%A”, “%B”, etc.  A and B, etc. are not defined. 

 
 Provide a sequence of injections for this analytical procedure. 

 
 Describe how Quantitation Limits for  

were determined for this analytical procedure.  Data submitted indicates that recovery 
for these three compounds was evaluated at the QL, but no information is provided 
regarding how the QL was determined. 

 
 Provide a specific list of parameters that were adjusted in the evaluation of 

Robustness for this analytical procedure.  In addition, re-submit figures 7, 8, and 9 in 
sec. S.4.3 of the submission (Validation of Analytical Procedures), which exhibits the 
data generated to demonstrate Robustness.  The notations on the figures currently in 
the submission are distorted and unclear and cannot be read. 

Reference ID: 3061562
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Moo-Jhong Rhee, Ph.D. 
Chief, Branch IV 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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NDA 202428 
 FILING COMMUNICATION 
 
Stiefel Laboratories, Inc. 
Attention: Brandy L. Muchanic 
Manager, Regulatory Affairs 
20 T.W. Alexander Drive 
Research Triangle Park, NC 27709 
 
 
Dear Ms. Muchanic: 
 
Please refer to your New Drug Application (NDA) dated July 29, 2011, received July 29, 2011, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for (tazarotene) 
Foam, 0.1%. 
 
We also refer to your amendment dated August 29, 2011. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is May 29, 2012. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by May 11, 2012. 
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
 
We have the following information requests: 
 
1. Submit report # MC09B-0176, titled “Evaluation of extended stability of tazarotene and 

tazarotenic acid in human plasma using high-performance liquid chromatography with mass 
spectrometric detection.”  This report is needed to support your statement within the 
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bioanalytical report for study W0260-105 that the long-term storage stability has been 
demonstrated for 196 and 204 days for tazarotene and tazarotenic acid, respectively. 

 
2. We note that you have not proposed a proprietary name for review.  Per your telephone 

message of September 13, 2011 to Janet Anderson, Project Manager in the Office of 
Surveillance and Epidemiology, we note your intention to have a proprietary name for this 
product.  A separate request for proposed proprietary name review should be submitted as an 
amendment to this NDA.  (See the Guidance for Industry, Contents of a Complete 
Submission for the Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidance
s/UCM075068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal 
Years 2008 through 2012”.) 

 
The review time frame for proprietary name submissions to NDAs and supplemental NDAs 
is 90 days from date of receipt of the proprietary name submission. 

 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 
1. In Highlights, the Initial U.S. Approval statement must be placed immediately beneath the 

product title.  Delete the  between “Initial U.S. Approval…” and the product title. 
 
2. In Highlights, under Contraindications, revise the cross reference to read “Pregnancy (4)”. 
 
3. In Highlights, under Adverse Reactions, use the term “adverse reactions.”  Do not include a 

 for each adverse reaction.  Revise this section to include criteria used to 
determine inclusion of adverse reactions (incidence rate greater than X%). 

 
4. In Highlights, under Drug Interactions, add a cross reference. 
 
5. In Highlights, revise the Patient Counseling Information Statement to “See 17 for Patient 

Counseling Information and FDA-approved patient labeling.” 
 
6. In the Table of Contents, delete the  

 
 
7. Insert a horizontal line to separate the Table of Contents from the Full Prescribing 

Information.  
 
8. In Section 17, Patient Counseling Information, revise the statement to read “[See FDA-

approved patient labeling (Patient Information).].” 
 
We request that you resubmit labeling that addresses these issues by October 21, 2011.  The 
resubmitted labeling will be used for further labeling discussions. 
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Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a partial waiver of pediatric studies for this 
application.  Once we have reviewed your request, we will notify you if the partial waiver 
request is denied. 
 
If you have any questions, call Cristina Attinello, Regulatory Project Manager, at (301) 796-
3986. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 050803, NDA 021026, NDA 021738 
NDA 021978, NDA 022013, NDA 022484 
NDA 022563,  NDA 202428 
 INFORMATION REQUEST 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED  
 
Stiefel Laboratories, Inc. 
Attention: Jeffrey S Troughton, MS, RAC 
Associate Director, Regulatory Affairs 
20 TW Alexander Drive 
Research Triangle Park, NC 27709 
 
Dear Mr. Troughton: 
 
Please refer to your New Drug Applications (NDA) submitted under sections 505(b) and 
505(b)(2) of the Federal Food, Drug, and Cosmetic Act for  
 
NDA 050803 Veltin (clindamycin phosphate and tretinoin) Gel, 1.2%/0.025% 
NDA 021026 Vusion (0.25% miconazole nitrate, 15% zinc oxide, and 81.35% white 

petrolatum) Ointment 
NDA 021738 Extina® (ketoconazole) Foam, 2% 
NDA 021978 Verdeso® (desonide) Foam, 0.05% 
NDA 022013 Olux-E (clobetasol priopionate) Foam, 0.05% 
NDA 022484 Onmel (itraconazole) Film-Coated Tablets, 200mg 
NDA 022563 Sorilux (calcipotriene) Foam, 0.005% 

NDA 202428 (tazarotene) Foam, 0.1% 
 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  

Reference ID: 3015524
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and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 
 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 
searching available documentation to determine which NDAs are impacted by the above 
findings. 
 
To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

If you have any questions, call Barbara Gould, Chief, Project Staff Management, at (301) 796-
4224. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Reference ID: 3015524
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NDA 202428  

NDA ACKNOWLEDGMENT 
 
Stiefel Laboratories, Inc.  
Attention:  Salisa Hauptmann, MPH 
VP Regulatory Affairs 
20 T.W. Alexander Drive 
Research Triangle Park, NC 27709 
 
 
Dear Ms. Hauptmann: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: (tazarotene) Foam, 0.1% 
 
Date of Application: July 29, 2011 
 
Date of Receipt: July 29, 2011 
 
Our Reference Number:  NDA 202428 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on September 27, 2011, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
 
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Dermatology and Dental Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have any questions, call me at (301) 796-3986. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Cristina Attinello, MPH 
Regulatory Project Manager 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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IND 105564  

ADVICE/INFORMATION REQUEST 
 
Stiefel Laboratories, Inc. 
Attention: Brandy Muchanic 
Manager, Regulatory Affairs 
20 T.W. Alexander Drive 
Research Triangle Park, NC 27709 
 
Dear Ms. Muchanic: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for tazarotene foam, 0.1%.   
 
We also refer to your amendment dated July 6, 2010 containing a statistical analysis plan. 
 
We have the following comments and recommendations regarding your requests for information 
on amendment two for Protocol 301, Protocol 302, and the associated statistical analysis plan: 
 
1. The protocol and statistical analysis plan contain insufficient detail about how Holm’s 

method will be applied to the change in lesion count endpoints. This proposal appears to treat 
each of the lesion types as separately measured variables; however, among the lesion count 
variables, total lesions is structurally defined as non-inflammatory + inflammatory. It should 
be noted that if there is improvement in both inflammatory and non-inflammatory lesion 
counts, then this would imply improvement in the total lesion counts. In order to control the 
type I error it is important to clarify the hypotheses that are being tested in a particular 
approach. An approach for controlling multiplicity that does not take into account the 
structural relationship among the endpoints will likely be overly conservative. Clarify the 
hypotheses and how the chosen method will be applied. 

 
2. The two analyses on the ISGA are likely to have substantial overlap. Although listed 

separately in the Agency’s previous comments, to simplify the endpoint structure, the 
concept of two grade reduction as well as achieving a score of 0 or 1 at the end of the study 
could be combined into a single ISGA endpoint with success defined as 0 or 1 with two 
grades reduction. It should also be noted that because the inclusion criteria specify that the 
baseline ISGA will be 3 or higher, that in this case the combined endpoint will be the same as 
achieving 0 or 1. 

 
3. You have not adequately addressed the issue of multiplicity control for the set of secondary 

endpoints, as no method has been proposed. The Agency reiterates the previous comment 
that for all secondary endpoints that could be considered for labeling claims, you should 
include appropriate multiplicity adjustments. 
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4. The protocol remains vague about how to identify when ANCOVA assumptions may be 

violated, stating only that if violations are ‘noted,’ that rank ANCOVA will be used instead. 
The protocol should include objective criteria for determining whether a rank analysis will be 
used in place of the standard ANCOVA analysis. 

 
5. Although you have added sensitivity analyses for missing data, additional sensitivity analyses 

that use alternate assumptions and frameworks (such as multiple imputation) are also 
recommended (at least two sensitivity analyses per endpoint) to adequately assess the impact 
of missing data. While the proposed methods for continuous data (LOCF and ordinary least 
square multiple regression) use different assumptions, there is likely to be little difference in 
the results from LOCF vs. missing as failure for the binary endpoints. 

 
As sponsor of this IND, you are responsible for compliance with the Federal Food, Drug, and 
Cosmetic Act and the implementing regulations (Title 21 of the Code of Federal Regulations).  
Those responsibilities include: (1) reporting any unexpected fatal or life-threatening adverse 
experience associated with use of the drug by telephone or fax no later than 7 calendar days after 
initial receipt of the information [21 CFR 312.32(c)(2)]; (2) reporting any adverse experience 
associated with use of the drug that is both serious and unexpected in writing no later than 
15 calendar days after initial receipt of the information [21 CFR 312.32(c)(1)]; and 
(3) submitting annual progress reports (21 CFR 312.33). 
 
If you have any questions, contact Cristina Attinello, Regulatory Project Manager, at (301) 796-
3986. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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IND 105564  

ADVICE 
 
Stiefel Laboratories, Inc. 
Attention: Brandy Muchanic 
Manager, Regulatory Affairs 
20 T.W. Alexander Drive 
Research Triangle Park, NC 27709 
 
Dear Ms. Muchanic: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for tazarotene foam, 0.1%.   
 
We also refer to your amendment dated July 2, 2010 containing a nonclinical response to 
information request. 
 
We have the following comment: 
 

It appears that a 90-day repeat-dose dermal toxicity study in rats treated with tazarotene foam 
and other available nonclinical information on tazarotene will be appropriate to support an 
NDA for tazarotene foam, 0.1%.  The adequacy of the 90-day repeat-dose dermal toxicity 
study in rats will be a review issue. 

 
If you have any questions, contact Cristina Attinello, Regulatory Project Manager, at (301) 796-
3986. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
IND-105564 ORIG-1 STIEFEL

LABORATORIES
INC

Tazarotene foam 0.1%

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

SUSAN J WALKER
08/03/2010



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
IND 105564 ADVICE/INFORMATION REQUEST 
 
Stiefel, a GSK Company 
Attention: Devon Allen, M.S., R.A.C. 
Senior Director, Regulatory Affairs 
20 TW Alexander Drive 
Research Triangle Park, NC 27709 
 
Dear Ms. Allen: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for tazarotene foam, 0.1%.   
 
We have the following comments and requests for information: 
 
Nonclinical 
 
1. A three-month dermal toxicity study in minipigs using the clinical formulation should be 

conducted to support the proposed 12-week phase 3 clinical studies as well as an NDA.  This 
nonclinical study should be conducted instead of the proposed . 

 
2. Provide the level of  (a possible carcinogen) contained in your propellant. 
 
As sponsor of this IND, you are responsible for compliance with the Federal Food, Drug, and 
Cosmetic Act and the implementing regulations (Title 21 of the Code of Federal Regulations).  
Those responsibilities include (1) reporting any unexpected fatal or life-threatening adverse 
experience associated with use of the drug by telephone or fax no later than 7 calendar days after 
initial receipt of the information [21 CFR 312.32(c)(2)]; (2) reporting any adverse experience 
associated with use of the drug that is both serious and unexpected in writing no later than 
15 calendar days after initial receipt of the information [21 CFR 312.32(c)(1)]; and 
(3) submitting annual progress reports (21 CFR 312.33). 

(b) (4)
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If you have any questions, contact Cristina Attinello, Regulatory Project Manager, at (301) 796-
3986. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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