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EXCLUSIVITY SUMMARY  

 
NDA # 204708     SUPPL #          HFD # 540 

Trade Name   Mirvaso 
 
Generic Name   (brimonidine) topical gel, 0.33% 
     
Applicant Name   Galderma Research and Development       
 
Approval Date, If Known   8/23/2013 (PDUFA)       
 
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)(2) 

 
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:              
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d)  Did the applicant request exclusivity? 
   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). 
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NDA# 020613 Alphagan (brimonidine tartrate) Ophthalmic Solution, 0.2% 

NDA#             

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) 
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is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
 
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  
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     If yes, explain:                                          
 

                                                              
 

(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: 

 
      

 
                     

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 18140        YES  NO  

 
Investigation #2 18141        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 18140     YES  NO  

   
Investigation #2  18141     YES  NO  
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
      

 
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"): 

 
 18140 and 18141 

 
 
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  18140   ! 
     ! 

 IND # 074841  YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2  18141  ! 
! 

 IND # 074841  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? 
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Investigation #1   ! 

! 
YES       !  NO     
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:  Dawn Williams                     
Title:  RPM 
Date:  6/19/2013 
 
                                                       
Name of Division Director signing form:  Susan J. Walker, MD, FAAD 
Title:  Director, DDDP 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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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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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

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

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

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

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

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

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

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

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

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

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

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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From: Williams, Dawn  
Sent: Wednesday, August 21, 2013 6:51 AM 
To: 'CLARK Elaine' 
Cc: Gould, Barbara 
Subject: Carton and Container Labels NDA 204708 Mirvaso (brimonidine) topical gel, 0.33% 
 
Good Morning Elaine- 
 
We noted that the carton and container labels (all presentations) listed the URL 
www.mirvaso.com.  Since we removed this from the FPI, we’d like it removed from the carton and 
container labels.  Could you please re-submit the carton and container labels once this revision 
has been made?   
 
It appears that we have agreement on the FPI, PPI, and IFU that were submitted yesterday.  
Thank you! 
 

CDR Dawn Williams, BSN, USPHS  
Division of Dermatology and Dental Products, Room 5164  
Office of Drug Evaluation III  
Center for Drug Evaluation and Research  
10903 New Hampshire Ave.  
Silver Spring, MD  20993  
Tel. (301)796-5376  
Fax (301)796-9894  
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From: Williams, Dawn  
Sent: Monday, August 12, 2013 10:00 AM 
To: 'CLARK Elaine' 
Cc: Gould, Barbara 
Subject: FDA Labeling Proposal NDA 204708 Mirvaso (brimonidine) Gel, 0.33%

Good Morning Elaine- 

Please see the attachments for the FDA’s most recent labeling proposal for NDA 204708 Mirvaso 
(brimonidine) Gel, 0.33%.  Please have your response to this proposal by Wednesday, August 
14, 2013.  It appears that we have agreed upon the carton and container labels (version 
submitted 8/2/2013).  If you have any questions regarding this email, please do not hesitate to 
contact me.  Thank you! 

CDR Dawn Williams, BSN, USPHS
Division of Dermatology and Dental Products, Room 5164
Office of Drug Evaluation III
Center for Drug Evaluation and Research
10903 New Hampshire Ave.
Silver Spring, MD  20993
Tel. (301)796-5376
Fax (301)796-9894

Reference ID: 3355821
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______________________________________________  
From:  Phillips, J. Paul   
Sent: Friday, August 02, 2013 12:53 PM 
To: 'CLARK Elaine' 
Cc: 'ALMOND Richard'; Gould, Barbara; Williams, Dawn 
Subject: NDA 204708 (Mrivaso) 
 
Ms. Clark, 
 
Below are some corrections to the FDA edits sent for the PI for NDA 204708 (Mirvaso). 
 
5.3 Serious Adverse Reactions following Ingestion of MIRVASO Gel 
 
Two young children experienced serious adverse reactions during clinical trials following accidental 
ingestion of MIRVASO Gel. Adverse reactions experienced by one or both children included lethargy, 
respiratory distress with apneic episodes (requiring intubation), sinus bradycardia, confusion, psychomotor 
hyperactivity, and diaphoresis.  Both children were hospitalized overnight and discharged the following day 
without sequelae. 
 
6 ADVERSE REACTIONS 
 
Open-label, Long-term Study 
An open-label study  of MIRVASO Gel when applied once daily for 
up to one year was conducted in subjects with persistent (nontransient) facial erythema of rosacea. Subjects 
were allowed to use other rosacea therapies. A total of 276 subjects applied MIRVASO Gel for at least one 
year. The most common adverse events (≥ 4% of subjects) for the entire study were flushing (10%), 
erythema (8%), rosacea (5%), nasopharyngitis (5%), skin burning sensation (4%), increased intraocular 
pressure (4%), and headache (4%). 
 
Allergic contact dermatitis 
Allergic contact dermatitis to MIRVASO Gel was reported in approximately 1% of subjects across the 
clinical development program. Two subjects underwent patch testing with individual product ingredients. 
One subject was found to be sensitive to brominidine tartrate, and one subject was sensitive to 
phenoxyethanol (a preservative). 
 

 
 
 
Thank you. 
 
 
J. Paul Phillips, MS 
Regulatory Health Project Manager 
____________________________ 
Division of Dermatology and Dental Products 
Center for Drug Evaluation and Research 
Food & Drug Administration 
W.O. Bldg. 22, Room 5189 
10903 New Hampshire Ave.  
Silver Spring, MD  20993 
 
Telephone: (301) 796-3935 
Fax: (301) 796-9895 
e-mail: Paul.Phillips@fda.hhs.gov 
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From: Williams, Dawn  
Sent: Wednesday, July 24, 2013 9:20 AM 
To: 'CLARK Elaine' 
Cc: Gould, Barbara; Phillips, J. Paul 
Subject: FDA Carton and Container Label Proposal NDA 204708 Mirvaso (brimonidine) Gel, 
0.33% 
 
Good Morning Elaine- 
 
Please see our proposal for the carton and container labels for NDA 204708 Mirvaso 
(brimonidine) Topical Gel, 0.33%, and provide your response by July 31, 2013.  Please reply to 
all that I’ve “cc’d” on this email with your response.  Thank you! 
 
 
The carton and container label comments are below. 

Reference ID: 3346074
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NDA 204708 INFORMATION REQUEST 

 
Galderma Research and Development 
Attention:  Elaine Clark 
Senior Director, US Regulatory Submissions 
5 Cedar Brook Drive; Suite 1 
Cranbury, NJ 08512 
 
 
Dear Ms. Clark: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Mirvaso (brimonidine tartrate) Gel, 0.5%. 
 
We are reviewing the labeling of your submission and have the following comment and request 
for information.  We request your response by June 20, 2013, in order to continue our evaluation 
of your NDA. 
 
 With consideration of our previous requests (March 2, 2012 teleconference and April 3, 

2012 advice letter under IND 074841) for additional safeguards (labeling and 
container/closure changes) to lessen the risk from accidental exposure to your product, 
submit a Patient Package insert. 

 
If you have any questions, call Dawn Williams, Regulatory Project Manager, at (301) 796-5376. 

Sincerely, 
 
{See appended electronic signature page} 
 
Brenda Carr, MD 
Acting Clinical Team Leader 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 204708 INFORMATION REQUEST 

 
Galderma Research and Development 
Attention:  Elaine Clark 
Senior Director, US Regulatory Submissions 
5 Cedar Brook Drive; Suite 1 
Cranbury, NJ  08512 
 
 
Dear Ms. Clark: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Mirvaso (brimonidine tartrate) Gel, 0.5%. 
 
We are reviewing the Chemistry, Manufacturing, and Controls section of your submission and 
have the following comments and information requests.  We request a prompt written response 
by May 15, 2013 in order to continue our evaluation of your NDA. 
 
Drug Product: 
1. You have submitted up to 3-month stability study results in the Feb 5, 2013 amendment. 

Provide, in tabular format, up to 6-months long-term and accelerated stability study results 
(including weight data) for the three drug product batches (30 g and 45 g tubes) packaged in 
child-resistant container closure system.  

 
2. Provide weight loss data for each registration stability batch and each packaging 

configuration. 
 

3. Add the following statement to the post approval stability commitment in Section 3.2.P.8.2., 
and submit an updated Section 3.2.P.8.2.  

 
o Galderma agrees to withdraw from the market any lots that fall outside the 

approved drug product specifications. If existing evidence indicates that the 
deviation is a single occurrence that does not affect the safety and efficacy of the 
drug product, Galderma agrees to immediately discuss it with the reviewing 
division and provide justification for the continued distribution of that batch. 
Galderma agrees to comply with the reporting requirements delineated under 21 
CFR 314.81(b)(1)(ii).  
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If you have any questions, call Dawn Williams, Regulatory Project Manager, at (301) 796-5376. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, MD, FAAD 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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(E) CAC – FINAL REPORT 
 
Galderma Research and Development  
Attention:  Elaine Clark 
Senior Director, US Regulatory Submissions 
5 Cedar Brook Drive; Suite 1 
Cranbury, NJ  08512 
 
 
Dear Ms. Clark: 
 
Please refer to your new drug application (NDA pursuant to section 505(b)(2) of the Federal 
Food, Drug, and Cosmetic Act for Mirvaso (brimonidine tartrate) Gel, 0.5%. 
 
Our Executive Carcinogenicity Assessment Committee (ECAC) reviewed your study report on 
March 26, 2013.  As requested in your October 25, 2012 submission, a copy of the final report of 
the ECAC regarding Mirvaso (brimonidine tartrate) Gel, 0.5% is enclosed. 
 
The recommendations made by the ECAC are advisory in nature and should not be interpreted as 
a measure of the approvability of any application for this product. 
 
If you have any questions, call Dawn Williams, Regulatory Project Manager, at (301) 796-5376. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Barbara Hill, PhD 
Pharmacology Supervisor 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
 

Enclosure:  ECAC Meeting Minutes
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Date of Meeting: March 26, 2013 
 
Committee: David Jacobson-Kram, Ph.D., OND IO, Chair 

Paul Brown, Ph.D., OND, IO, Member 
Albert Defelice, Ph.D., DCRP, Alternate Member 
Barbara Hill, Ph.D., DDDP, Supervisor 
Jianyong Wang, Ph.D., DDDP, Presenting Reviewer 

 
Author of Draft: Jianyong Wang, Ph.D. 
 
The following information reflects a brief summary of the Committee discussion and its 
recommendations.   
 
NDA #: 204708 
Drug Name: MIRVASO (brimonidine tartrate) Gel, 0.5% 
Sponsor:  Galderma Research and Development, Inc., Cranbury, NJ 
 
Background: 
 
MIRVASO Gel, 0.5% is an alpha adrenergic receptor agonist being developed for the treatment 
of facial erythema of rosacea.  The sponsor originally submitted a 2-year dermal rat 
carcinogenicity protocol for review on 12/20/2007.  This protocol did not receive Exec CAC 
concurrence because there was no adequate dose-ranging data to support dose selection.  The 
sponsor initiated a 2-year dermal rat carcinogenicity study without receiving Exec CAC 
concurrence.  Part of that study generated data for a 13-week dermal rat dose range-finding study 
and the dose range-finding study was submitted with a new 2-year dermal carcinogenicity study 
protocol on 01/21/2009.  The Exec CAC meeting recommendations and conclusions were 
relayed to the sponsor on 03/05/2009.  The sponsor initiated the 2-year dermal rat 
carcinogenicity study following the Committee’s recommendations.   
 
On 09/15/2010, the sponsor submitted a request for study protocol modification, based on an 
increase in mortality in mid dose and high dose females at Week 41 of the study.  The sponsor 
was advised to reduce the concentrations of brimonidine tartrate gel for the mid and high dose 
females on 09/24/2010.  On 09/08/2011, the sponsor submitted another request for study 
protocol modification based on a low survival rate noted in the high dose female group at Week 
92.  The sponsor was provided with guidance on appropriate dose group termination criteria on 
10/05/2011.  The 2-year dermal rat carcinogenicity study was completed on 09/27/2012.  The 
final study report was submitted to NDA 204708 on 10/25/2012. 
 
Rat Carcinogenicity Study: 
 
In a 2-year dermal rat carcinogenicity study, topical doses of 0 (water control), 0 (vehicle 
control), 0.9, 1.8, and 5.4 mg/kg/day brimonidine tartrate (0.03%, 0.06%, and 0.18% gel applied 
to 20% BSA once daily at 3 ml/kg) were administered to males.  Initially topical doses of 0 
(water control), 0 (vehicle control), 5.4, 30, and 60 mg/kg/day brimonidine tartrate (0.18%, 1%, 
and 2% gel applied to 20% BSA once daily at 3 ml/kg) were administered to females.  Due to 
higher mortality rate noted in mid dose and high dose female groups, topical doses for mid dose 
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Barbara Hill, Ph.D., DDDP, Supervisor 
Jianyong Wang, Ph.D., DDDP, Presenting Reviewer 

 
Author of Draft: Jianyong Wang, Ph.D. 
 
The following information reflects a brief summary of the Committee discussion and its 
recommendations.   
 
NDA #: 204708 
Drug Name: MIRVASO (brimonidine tartrate) Gel, 0.5% 
Sponsor:  Galderma Research and Development, Inc., Cranbury, NJ 
 
Background: 
 
MIRVASO Gel, 0.5% is an alpha adrenergic receptor agonist being developed for the treatment 
of facial erythema of rosacea.  The sponsor originally submitted a 2-year dermal rat 
carcinogenicity protocol for review on 12/20/2007.  This protocol did not receive Exec CAC 
concurrence because there was no adequate dose-ranging data to support dose selection.  The 
sponsor initiated a 2-year dermal rat carcinogenicity study without receiving Exec CAC 
concurrence.  Part of that study generated data for a 13-week dermal rat dose range-finding study 
and the dose range-finding study was submitted with a new 2-year dermal carcinogenicity study 
protocol on 01/21/2009.  The Exec CAC meeting recommendations and conclusions were 
relayed to the sponsor on 03/05/2009.  The sponsor initiated the 2-year dermal rat 
carcinogenicity study following the Committee’s recommendations.   
 
On 09/15/2010, the sponsor submitted a request for study protocol modification, based on an 
increase in mortality in mid dose and high dose females at Week 41 of the study.  The sponsor 
was advised to reduce the concentrations of brimonidine tartrate gel for the mid and high dose 
females on 09/24/2010.  On 09/08/2011, the sponsor submitted another request for study 
protocol modification based on a low survival rate noted in the high dose female group at Week 
92.  The sponsor was provided with guidance on appropriate dose group termination criteria on 
10/05/2011.  The 2-year dermal rat carcinogenicity study was completed on 09/27/2012.  The 
final study report was submitted to NDA 204708 on 10/25/2012. 
 
Rat Carcinogenicity Study: 
 
In a 2-year dermal rat carcinogenicity study, topical doses of 0 (water control), 0 (vehicle 
control), 0.9, 1.8, and 5.4 mg/kg/day brimonidine tartrate (0.03%, 0.06%, and 0.18% gel applied 
to 20% BSA once daily at 3 ml/kg) were administered to males.  Initially topical doses of 0 
(water control), 0 (vehicle control), 5.4, 30, and 60 mg/kg/day brimonidine tartrate (0.18%, 1%, 
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PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Galderma Laboratories, L.P. 
14501 North Freeway 
Forth Worth, TX 76177 
 
 
ATTENTION:  Elaine Clark 
   Senior Director, US Regulatory Submissions 
  
Dear Ms. Clark: 
 
Please refer to your New Drug Application (NDA) dated October 25, 2012, received October 25, 
2012, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Brimonidine Tartrate Topical Gel, 0.5%. 
 
We also refer to your December 7, 2012, correspondence, received December 7, 2012, 
requesting review of your proposed proprietary name, Mirvaso.  We have completed our review 
of the proposed proprietary name and have concluded that it is acceptable. 
 
The proposed proprietary name, Mirvaso, will be re-reviewed 90 days prior to the approval of 
the NDA.  If we find the name unacceptable following the re-review, we will notify you.  
 
If any of the proposed product characteristics as stated in your December 7, 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, Dawn Williams at (301) 796-5376.   
 
 

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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FILING COMMUNICATION 
 
Galderma Research and Development 
Attention:  Elaine Clark 
Senior Director, US Regulatory Submissions 
5 Cedar Brook Drive; Suite 1 
Cranbury, NJ  08512 
 
 
Dear Ms. Clark: 
 
Please refer to your New Drug Application (NDA) dated and received October 25, 2012, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
Mirvaso (brimonidine tartrate) Gel, 0.5%. 
 
We also refer to your amendments dated November 21, and December 3, 2012. 
 
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 August 25, 
2013. 
 
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, mid-
cycle, 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 August 1, 2013.  
 
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. 
 
PROMOTIONAL MATERIAL 
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You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI).  Submit consumer-directed, 
professional-directed, and television advertisement materials separately and send each 
submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
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 full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
If you have any questions, call Dawn Williams, Regulatory Project Manager, at (301) 796-5376. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, MD, FAAD 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 204708 INFORMATION REQUEST 

 
Galderma Research and Development, Inc. 
Attention: Elaine Clark 
Senior Director, US Regulatory Submissions 
14501 North Freeway 
Fort Worth, TX 76177 
 
 
Dear Ms. Clark: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for Brimonidine Tartrate, 0.5% Gel.  
 
We also refer to your October 26, 2012 submission, containing information for an original new drug 
application.   
 
We are reviewing the Chemistry, Manufacturing and Control section of your submission and have the 
following comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 
 

1. Submit the proposed drug product regulatory specification to Section 3.2.P.5.1.  Currently, only 
the release specification is in Section .2.P.5.1.  The Agency does not consider the release 
specification as the regulatory specification unless you clearly state so and state that the proposed 
stability specification is the same as the proposed release specification. 

 
2. Submit stand alone method validation package to Section 3.2.R.3 per 21 CFR 314.50 (e)(2)(i). 
 
3. Submit Master Batch Records that are to be used for the manufacture of drug product commercial 

batches. 
 

If you have any questions, call Cathy Tran-Zwanetz, Regulatory Project Manager, at (301) 796-3877.   
 

Sincerely, 
 
{See appended electronic signature page} 
 
Moo-Jhong Rhee, Ph.D. 
Branch 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 ACKNOWLEDGMENT 
 
Galderma Research and Development Inc. 
Attention:  Elaine Clark 
Sr. Director, US Regulatory Submissions 
14501 North Freeway 
Fort Worth, TX  76177 
 
 
Dear Ms. Clark: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Mirvaso (brimonidine tartrate) Topical Gel, 0.5% 
 
Date of Application: October 25, 2012 
 
Date of Receipt: October 25, 2012 
 
Our Reference Number:  NDA 204708 
 
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 December 24, 2012, 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). 
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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: 
 

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. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
 
If you have any questions, call Dawn Williams, Regulatory Project Manager, at (301) 796-5376. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Dawn Williams, BSN 
Regulatory Health Project Manager 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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Food and Drug Administration
Silver Spring  MD  20993

NDA 204708 INFORMATION REQUEST 

Galderma Research and Development 
Attention: Elaine Clark 
Senior Director, US Regulatory Submissions 
5 Cedar Brook Drive, Suite 1 
Cranbury, NJ  08512 

Dear Ms. Clark: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for (brimonidine tartrate) Gel, 0.5%. 

We are reviewing the nonclinical section of your submission and have the following comments 
and information requests.  We request a prompt written response by November 22, 2012, in order 
to continue our evaluation of your NDA. 

As relayed to you during the Pre-NDA meeting on 05/16/2012 (contained in the response 
to Question 10), the tumor dataset for the 2-year dermal rat carcinogenicity study should 
be submitted in conformance to the electronic format specified in the provided guidance 
documents.  You have not provided an acceptable SAS tumor dataset for the 2-year 
dermal rat carcinogenicity study in your NDA submission.  Therefore, your NDA 
submission is considered incomplete at this time.  Provide the requested tumor dataset by 
COB 11/22/2012.  A document is provided to reiterate the requested dataset formats. 

If you have any questions, call Dawn Williams, Regulatory Project Manager, at (301) 796-. 
5376

Sincerely,

{See appended electronic signature page}

Barbara Hill, PhD 
Pharmacology Supervisor 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Enclosure:
  Carci Data Format and Stat Guidance Info Sheets 

Reference ID: 3217192



1

Office of Biostatistics Information Sheet for Submission of Data and for 
Methods of Data Analysis of Carcinogenicity Studies 

(The electronic data format is for two-year studies as well as transgenic mouse studies 
using all except the TgAC mouse models) 

Revised 07/16/2009 

The statistical reviewer responsible for the review of the carcinogenicity studies of this 
NDA/IND submission requests that the sponsor recreate the tumor data in conformance to the 
electronic format specified in the Agency's April 2008 guidance document entitled "Guidance
for Industry: Providing Regulatory Submissions in Electronic Format--Human Pharmaceutical 
Applications and Related Submissions Using the eCTD Specifications". The guidance document 
can be found at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/u
cm072349.pdf. The cover page of the document is attached to this information sheet (Attachment 
A).

In Section III.D.3 of the above document the Agency gives a general description of the data 
formats for the pharmacology and toxicology datasets and refers readers to the associated 
document "Study Data Specifications" for more information about the format specifications of 
the data submission. This associated document can be found at the FDA website 
http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/ElectronicSubmissions/UCM163561.pdf. At this time, we are only requesting the tumor 
dataset in the format described on page 7 (APPENDIX 1) of the associated document. The table 
containing the format for tumor data in the document is attached to this information sheet 
(Attachment B). 

Please contact the Agency to provide a time line regarding providing the tumor data. The 
sponsor needs to carefully meet the data format specifications in order to comply with the above 
guidance. Any data without 100% conformity will have to be returned for resubmission. 

Note that the draft guidance for the statistical analysis of chronic rodent carcinogenicity studies 
is available on the FDA web site at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/u
cm079272.pdf
. Sponsors are urged to use the statistical methods recommended in the guidance to analyze the 
carcinogenicity study data in their IND or NDA submissions. The cover page of the document is 
also attached to this information sheet (Attachment C). 

For questions related to the data format and the methods of statistical analysis, please contact 
Karl K. Lin, Ph.D., Room 4670, Building 21, Office of Biostatistics, Center for Drug Evaluation 
and Research, U.S. Food and Drug Administration, 10903 New Hampshire Avenue, Silver 
Spring, MD 20993-0002, 301-796-0943, karl.lin@fda.hhs.gov.
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(Attachment A) 

Cover page of "Guidance for Industry: Providing Regulatory Submissions in Electronic 
Format--Human Pharmaceutical Applications and Related Submissions Using the eCTD 
Specifications"
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(Attachment B) 

Data format table on page 7 (APPENDIX 1) of the associated document "Study Data 
Specifications"

Tumor Dataset For Statistical Analysis1,2 (tumor.xpt)
Variable Label Type Codes Comments
STUDYNUM Study number char  3

ANIMLNUM Animal number char  1,3

SPECIES Animal species char M=mouse  R=rat 
SEX Sex char M=male F=female 
DOSEGP Dose group num Use 0, 1, 2, 3,4,... in ascending 

order from control. Provide the 
dosing for each group. 

DTHSACTM Time in days to 
death or sacrifice 

num  

DTHSACST Death or sacrifice 
status

num 1 = Natural death or moribund 
sacrifice
2 = Terminal sacrifice 
3 = Planned intermittent sacrifice 
4= Accidental death 

ANIMLEXM Animal 
microscopic 
examination code 

num 0= No tissues were examined 
1 = At least one tissue was examined 

TUMORCOD Tumor type code char  3,4

TUMORNAM Tumor name char  3,4

ORGANCOD Organ/tissue code char  3,5

ORGANNAM Organ/tissue name char  3,5

DETECTTM Time in days of 
detection of tumor 

num  

MALIGNST Malignancy status num 1 = Malignant 
2= Benign 
3 = Undetermined 

4

DEATHCAU Cause of death num 1 = Tumor caused death 
2= Tumor did not cause death 
3 = Undetermined 

4

ORGANEXM Organ/Tissue 
microscopic 
examination code 

num 1 = Organ/Tissue was examined 
and was usable 
2= Organ/Tissue was examined but was 
not usable (e.g., autolyzed tissue) 
3 = Organ/Tissue was not examined 

1 Each animal in the study should have at least one record even if it does not have a tumor.  
2 Additional variables, as appropriate, can be added to the bottom of this dataset. 
3 ANIMLNUM is limited to no more than 12 characters; ORGANCOD and TUMORCOD are limited to no more 
than 8 characters; ORGANNAM and TUMORNAM should be as concise as possible. 
4 A missing value should be given for the variable MALIGNST, DEATHCAU, TUMORNAM and TUMORCOD 
when the organ is unusable or not examined. 
5 Do not include a record for an organ that was useable and no tumor was found on examination. A record should 
be included for organs with a tumor, organs found unusable, and organs not examined. 
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(Attachment C) 

Cover page of "Guidance for Industry: Statistical Aspects of the Design, Analysis, and 
Interpretation of Chronic Rodent Carcinogenicity Studies of Pharmaceuticals"
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