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EXCLUSIVITY SUMMARY

NDA # 205223  SUPPL # 000 HFD # 

Trade Name  n/a

Generic Name  Metronidazole vaginal gel 1.3%

Applicant Name  Valeant Pharmaceuticals North America LLC    

Approval Date, If Known  

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? 

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 

d)  Did the applicant request exclusivity?
YES NO 

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

Three years

e) Has pediatric exclusivity been granted for this Active Moiety?
YES NO 
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2.  Is this drug product or indication a DESI upgrade?
YES NO 

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).

     

NDAs for topical/vaginal metronidazole ( MetroGel-Vaginal 20208, Vandazole 21806, Noritate 
20743, Metrogel 19737 and 21789)

NDAs for oral use (Flagyl 12623 and 20334, Protostat 18871, Metronidazole 18764, Flagyl ER 
20868)

NDAs for IV use (Flagyl 18353, Metro IV 18674, Metronidazole 18890)

Several ANDAs for oral and intravenous use

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 
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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 

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 
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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:                                         

(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 
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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    YES NO 

Investigation #2    YES NO 

Investigation #3 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 YES NO 
Investigation #2 YES NO 

Investigation #3 YES NO 

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"):

1. An Open-label Study of the Pharmacokinetics of Metronidazole Vaginal 
Gel, 1.3%

2. A Multicenter Randomized, Investigator-Blinded, Phase 2, Dose-Ranging 
Study of Metronidazole Vaginal Gel in the Treatment of Bacterial 
Vaginosis
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3. Phase 3, Multicenter, Randomized, Double-blind, Vehicle-controlled 
Study to Evaluate the Safety and Efficacy of Product 55394 in the 
Treatment of Bacterial Vaginosis

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 !
IND # 107484 YES  !  NO   

!  Explain: 

Investigation #2 !
IND # 107484 YES !  NO   

!  Explain: 

Investigation #3 !
IND # 107484 YES  !  NO     

(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   
Explain: !  Explain: 

   

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

Investigation #3 !
YES    !  NO    
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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:  Jane A. Dean, RN, MSN                   
Title:  Regulatory Health Project Manager
Date:  2/5/14

Name of Office/Division Director signing form:  Katherine Laessig, MD
Title:  Deputy Director

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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Pediatric Research Equity Act (PREA) Waiver Request, Deferral Request/Pediatric Plan and Assessment Template(s) 
 
BACKGROUND 
Please check all that apply:   Full Waiver    Partial Waiver     Pediatric Assessment      Deferral/Pediatric Plan      
 
NDA#: 205223                                         
 
PRODUCT PROPRIETARY NAME:  N/A                           ESTABLISHED/GENERIC NAME: Metronidazole gel 1.3% 
 
APPLICANT/SPONSOR: Valeant Pharmaceuticals                                                     
 
PROPOSED INDICATION/S:        
(1)  Treatment of bacterial vaginosis in non-pregnant women 
(2) ______________________________________ 
(3) ______________________________________ 
(4) ______________________________________ 
 
NDA STAMP DATE: May 24, 2013 
 
PDUFA GOAL DATE:  March 24, 2014 
 
SUPPLEMENT TYPE:  
 
SUPPLEMENT NUMBER:        SN 000 
 
Does this application provide for: 
NEW  active ingredient(s) (includes new combination);  indication(s);  dosage form;  dosing regimen; or  route of 
administration? 
New dosing regimen 
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Has the sponsor submitted a Proposed Pediatric Study Request (PPSR) or does the Division believe there is an additional public 
health benefit to issuing a Written Request for this product, even if the plan is to grant a waiver for this indication?  

No  
 
Is this application in response to a PREA (Postmarketing Requirement) PMR? No    
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Nonclinical Studies:  
None 
 
Clinical Studies: 
The Division agrees with the clinical study proposed by the applicant: a comparative study comparing metronidazole vaginal gel 1.3% 
to vehicle gel. 
Age group and population (indication) in which study will be performed: 
Non pregnant post-menarcheal females < 18 years of age 
Number of patients to be studied or power of study to be achieved: 
Approximately 30-50 patients who receive the active drug.  
 
 
 
Entry criteria:  
Non pregnant females with bacterial vaginosis diagnosed according to Amsel criteria (abnormal vaginal discharge, positive whiff test, 
vaginal pH >4.5, and ≥ 20% clue cells on a saline wet mount) with a Nugent score >4  
 
Clinical endpoints:  
 
Clinical cure, defined as return of physiologic discharge on Day 7 
Timing of assessments:  
  
Screening and Day 7 study visits  
 
 
Statistical information (statistical analyses of the data to be performed): 
 
Descriptive statistics 
Clinical cure and frequency of adverse events in subjects receiving the active drug or vehicle gel will be compared. Statistical analysis 
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will be descriptive. 
 
Division comments on product safety:   
Are there any safety concerns currently being assessed?  No 
 
Are there safety concerns that require us to review post-marketing safety data before fully designing the pediatric studies? No 
 
Will a DSMB be required?    No 
 
 
Division comments on product efficacy: 
 
In adults, single administration of metronidazole gel 1.3% was superior to placebo for clinical cure in non-pregnant women at least 18 
years of age on Days 7 and 21 post-therapy. For other topical products approved for the treatment of BV, such as metronidazole gel 
0.75% and clindamycin cream 2%, the Division had previously extrapolated efficacy and safety from the adult population to the 
adolescent population.  
Division comments on sponsor proposal to satisfy PREA: 
The sponsor submitted a waiver request for pre-menarcheal females. The Division agrees with the waiver request for this population 
because the incidence and prevalence of BV in pre-menarcheal females renders studies unfeasible. 
 
The sponsor submitted a protocol synopsis of a comparative study in post-menarcheal females < 18 years of age. The Division agrees 
with the proposal to defer studies in this population. However, the sponsor has not yet proposed dates for initiation of this study. The 
product has been evaluated in adults and the NDA is currently being reviewed, with PDUFA due date March 24, 2014. 
 
Of note, metronidazole vaginal gel 0.75% is approved for the treatment of BV in adults. The product labeling states that safety and 
effectiveness in children have not been established. The active moiety, metronidazole, is also marketed as an oral tablet, oral capsule, 
extended release oral tablet, topical skin lotion and as an IV formulation.  
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1.9  Pediatric Administrative Information 
 

4. Proposed Pediatric Study Request and Amendments 
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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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PeRC PREA Subcommittee Meeting Minutes 
December 4, 2013 

 
PeRC Members Attending: 
Lynne Yao 
Rosemary Addy 
Hari Cheryl Sachs  
George Greeley 
Robert “Skip” Nelson 
Jane Inglese 
Barb Buch 
Wiley Chambers 
Tom Smith 
Karen Davis-Bruno 
Greg Reaman ( , Metronidazole  reviews only)  
Daiva Shetty 
Shrikant Pagay 
Ruthanna Davi 
Lily Mulugeta 
Dianne Murphy 
Peter Starke 
Ruthianna Davi 
Shrikant Pagay 
Suan McCune 
William J. Rodriguez 
 
PREA  
 
 

10:20 NDA 205223 Metronidazole Partial Waiver/Deferral/Plan Treatment of bacterial 
vaginosis non-pregnant 
women 

10:40 
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Metronidazole Partial Waiver/Deferral/Plan 
 NDA 205223 seeks approval for Metronidazole for the treatment of bacterial 

vaginosis non-pregnant women. 
 This application has a PDUFA goal date of March 24, 2014. 
 The application triggers PREA as a new dosing regimen. 
 PeRC Recommendations: 

o The PeRC agreed with the Division to grant a partial waiver in patients less than 
12 years of age because studies would be impossible or highly impractical.  The 
PeRC noted that the “standard age” used to define patients who are post-
menarchal for other products (e.g., oral contraceptive products) is 12 years of age 
and above.  The deferral would include patients 12 to 17 years because the 
product is ready for approval in adults.   
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From: Dean, Jane
To: Michael O"Beirne - C (mobeirne@medicis.com)
Cc: Diane Stroehmann (dstroehmann@medicis.com)
Subject: NDA 205223 (metronidazole gel 1.3%) - information request
Date: Friday, November 08, 2013 11:49:00 AM
Importance: High

Michael, we have the following information request.  Please note the short turnaround
time we are asking for.
 

NDA 205223, metronidazole gel 1.3% for the treatment of BV
 
Your proposed pediatric development plan indicates that you intend to request a
waiver of pediatric studies for pre-menarchal females 

 our current thinking is
that safety and efficacy should be evaluated in this patient population.
  
Please provide a study proposal to evaluate the safety and tolerability of
metronidazole vaginal gel 1.3% in post-menarchal females < 18 years of age. Please
submit your proposal within the next 14 days.

 
 
Jane A. Dean, RN, MSN
Project Manager
DAIP/OAP/OND
Bdg. 22, Rm. 6397
Office: 301-796-1202
Fax: 301-796-9881
Email: jane.dean@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205223 INFORMATION REQUEST

Valeant Pharmaceuticals North America LLC
Attention: Michael O'Beirne
Director, Regulatory Affairs
7720 North Dobson Road
Scottsdale, AZ 85256

Dear Mr. O’Beirne:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Metronidazole Vaginal Gel 1.3%

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 November 20, 2013, in order to continue our evaluation of your NDA.

1. It is stated in Section P.2.3 that particle size is monitored by the drug substance 

manufacturer. Please update the drug substance specification in S.4.1 with particle size 

acceptance criteria. 

2. In Section S.4.4 (Batch Analyses), the impurities are reported as “Pass”, instead of actual 

values.  Please update the batch analysis results with actual impurity values and provide 

representative chromatograms for the drug substance impurity analysis.  

3. It is stated that the  

 are critical quality attributes as they impact the homogeneity and quality of the 

drug product.  However, some process parameters, which have potentials to impact product 

quality, were missing from P.3.3 and P.3.4.  Please include  

 

 

4. The proposed acceptance criteria for viscosity is too wide compared to the observed viscosity 

ranges both at release and during stability studies for the clinical and registration batches.  

There is no data to demonstrate that the drug product at the proposed lower and upper 

viscosity limits  cp) have appropriate clinical applicability and 
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processability.  Please tighten the viscosity acceptance criteria based on the viscosity results 

of clinical batches and manufacturing capability.  

5. Please include the test for uniformity of dosage units in the drug product specification (USP 

<905>) or justify by an appropriate in-process control 

.

6. Please provide an assessment indicating that total  in the drug product meet 

the requirement  of the application.

7. Since the concentration of the drug substance in metronidazole vaginal gel (1.3%) is close to 

its solubility (1.57%) in the formulation, please provide the solubility data at 5ºC or add “Do 

Not Put in Refrigerator” in the Labeling to prevent precipitation during storage.  

8. Please report stability results for “Total Impurities”, since they were not found in the stability

data in P.8.3.  

9. Please provide representative original chromatograms of the drug product spiked with 

impurities  obtained at DPT using HPLC methods  and 

, respectively. 

If you have any questions, call Navdeep Bhandari, Regulatory Health Project Manager, at (240) 
402 -3815.

Sincerely,

{See appended electronic signature page}

Rapti D. Madurawe, Ph.D. 
Branch Chief, Branch V 
Division of New Drug Quality Assessment II
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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NDA 205223 

FILING COMMUNICATION - 
FILING REVIEW ISSUES IDENTIFIED 

 
Valeant Pharmaceuticals 
Attention:  Diane Stroehman, MSRA, RAC 
Executive Director, Regulatory Affairs 
7720 North Dobson Road 
Scottsdale, AZ  85256 
 
 
Dear Ms. Stroehman: 
 
Please refer to your New Drug Application (NDA) dated May 24, 2013, received May 24, 2013, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for 
Metronidazole Vaginal Gel 1.3%. 
 
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 
March 24, 2014. 
 
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 February 24, 2014.  
 
During our filing review of your application, we identified the following potential review issues 
and request that you submit the following information: 
 
Chemistry, Manufacturing and Control 
 
1. Provide results of dose delivery studies using at least 10 pre-filled applicators to demonstrate 

that the proposed vaginal applicator is capable of delivering a consistent 5 gram dose of the 
proposed drug product, metronidazole vaginal gel, 1.3%. 
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PROMOTIONAL MATERIAL 
 
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. 
 
Pediatric studies conducted under the terms of section 505B of the Federal Food, Drug, and 
Cosmetic Act (the Act) may also qualify for pediatric exclusivity under the terms of section 
505A of the Act.  If you wish to qualify for pediatric exclusivity please consult Division of Anti-
Infective Products.  Please note that satisfaction of the requirements in section 505B of the Act 
alone may not qualify you for pediatric exclusivity under 505A of the Act. 
 
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. 
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If you have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at 
(301) 796-1202. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sumathi Nambiar, MD, MPH 
Acting Director 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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NDA ACKNOWLEDGMENT 
 
Valeant Pharmaceuticals North America LLC  
Attention: Diane Stroehmann, MSRA, RAC 
Executive Director, Regulatory Affairs 
7720 North Dobson Road  
Scottsdale, AZ 85256 
 
 
Dear Ms. Stroehmann: 
 
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: Metronidazole Gel 1.3% 
 
Date of Application: May 24, 2013 
 
Date of Receipt: May 24, 2013 
 
Our Reference Number:  NDA 205223 
 
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 July 23, 2013 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 Anti-Infective 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 Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at 
(301) 796-1202. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Frances V. LeSane 
Chief, Project Management Staff 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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IND 107,484 
 
Graceway Pharmaceuticals, LLC 
Attention:  Sean Brennan, Ph.D. 

Sr. Vice President, Regulatory Affairs 
340 Martin Luther King Jr. Blvd., Suite 500 
Bristol, TN 37620  
 
Dear Dr. Brennan: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 
505(i) of the Federal Food, Drug, and Cosmetic Act for Metronidazole Vaginal Gel, 
1.3%. 
 
We also refer to the meeting between representatives of your firm and the FDA on 
August 25, 2010.  The purpose of the End of Phase 2 meeting to discuss the results of 
your Phase 2 clinical study and discuss your proposed Phase 3 clinical program. 
  
A copy of the official minutes of the meeting is attached for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Jacquelyn Smith, M.A., Regulatory Health Project 
Manager at (301) 796-1600. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Eileen Navarro Almario, M.D. 
Acting Deputy Director 
Division of Special Pathogen and Transplant 
 Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
 

Enclosure: Meeting Minutes 
                  Presentation (Handouts) 



 

 

IND 107,484 
 

MEMORANDUM OF MEETING MINUTES 
 

Meeting Type: B 
 
Meeting Category: IND 
 
Meeting Date                       August 25, 2010 
 
Application Number:        107,484 
 
Product Name:                   Metronidazole Vaginal Cream, 1.3% 
 
Indication:                          Bacterial Vaginosis 
 
Sponsor Name:                      Graceway Pharmaceuticals 
 
Meeting Chair:                  Eileen Navarro Almario, M.D. 
 
Meeting Recorder:            Jacquelyn Smith, M.A. 
 
 
FDA ATTENDEES 
 
Division of Special Pathogen and Transplant Products (DSPTP) 
Renata Albrecht, M.D., Director 
Eileen Almario Navarro, M.D., Acting Deputy Director 
Lin Qi, Ph.D., Chemistry Reviewer OPS, ONDQA, DNDQAII 
Rapti Madurawe, Ph.D., Chemistry Pharmaceutical Assessment Lead, OPS, ONDQA, 
 DNDQAII 
William Taylor, Ph.D., Pharmacology/Toxicology Supervisor 
Owen McMaster, Ph.D., Pharmacology/Toxicology Reviewer 
Hala Shamsuddin, M.D., Medical Officer 
Shukal Bala, Ph.D., Microbiology Team Leader 
Lynette Berkeley, Ph.D., Microbiology Reviewer 
Philip M. Colangelo, Pharm.D., Ph.D., Clinical Pharmacology Team Leader, OTS, OCP, 
 DCP4 
Yoriko Harigaya, Ph.D., Clinical Pharmacology Reviewer, OTS OCP, DCP4 
Karen Higgins, Sc.D., Statistics Team Leader, OTS, OB, DBIV 
Cheryl Dixon, Ph.D., Statistics Reviewer, OTS, OB, DBIV 
Jacquelyn Smith, M.A, Regulatory Health Project Manager 
 
  
 
 





 

 

For Pharmacology Toxicology, no further clarifications were requested, and Graceway 
stated that nonclinical topics would be addressed at a preNDA meeting, and within the 
submission of a marketing application. 
 
For Clinical Pharmacology, Graceway sought clarification as to whether the inclusion of 
an analysis for systemic levels of the hydroxymetabolite could be considered optional.    

• FDA responded that analysis of the hydroxymetabolite would be useful, but is not 
required.   

• FDA confirmed that their understanding of the expected outcome from this PK 
study in volunteers would be the systemic levels of metronidazole and any 
tolerability information. 

• Graceway proposed to remove the 0.75% metronidazole arm from the 
pharmacokinetic study, such that the study would be a 1-arm, open-label, single 
dose study of the 1.3% product in healthy volunteers.  FDA agreed that a 1-arm, 
PK study of only the 1.3% product would be acceptable to support the NDA 
application.   

 
For Clinical/Biostatistics, Graceway presented an alternative Phase 3 study design, one 
that was in agreement with the Agency’s suggestion for a placebo-controlled study (see 
attachment; page 1).   

• FDA clarified that the utility of the data collected by Graceway for future trials 
would be the accumulation of placebo response data for patients with bacterial 
vaginosis. It is for general information purpose only, not for Graceway to conduct 
additional trials.    

• FDA stated that for a new drug to be submitted for approval, two adequate well-
controlled studies are typically needed.   But in this case, of the safety and 
efficacy data available for the treatment of bacterial vaginosis with 0.75% 
metronidazole is supportive information, and only one Phase 3 study with 1.3% 
formulation would be needed.  The adequacy of the 1.3% data that is collected 
will be assessed once it is submitted.    

• FDA stated that the design of the Phase 3 study (described in the first page of the 
2-page handout, see attachment; page 1) seemed acceptable on face value, but 
the detailed protocol will be reviewed when submitted.  FDA noted contrary to 
what was presented on the handout, the primary analysis should be a Modified 
Intent to Treat (MITT), not Per Protocol, for a placebo controlled trial.  The MITT 
population defined in the draft protocol (provided on page 32 of Attachment 4 in 
the briefing package) was acceptable by the Agency.   

• FDA requested the collection of information to assess the placebo for irritation 
potential.  Graceway responded that the clinical study will collect safety 
information including local application adverse events from all subjects including 



 

 

placebo group.  The placebo tolerability information would be compared to that of 
the 1.3% product.  FDA found this to be acceptable. 

• Graceway presented an overall estimate of patients that would be exposed to the 
1.3% product from the three clinical studies that would be included in a marketing 
application (see attachment; page 2): 1) the completed Phase 2 study, 2) a 
pharmacokinetic study in healthy volunteers, and 3) a Phase 3 placebo controlled 
study.  FDA found this accumulation of patient exposures would be sufficient for 
a marketing application.   

 
Graceway requested that FDA clarify what the sources would be for previous findings of 
efficacy and what information would need to be included in a marketing application.  

• FDA stated that there would be no need to re-submit information concerning the 
efficacy of the 0.75% product, and that a cross-reference to the information 
submitted within the approved NDA for MGV 0.75% would be sufficient to the 
extent that the old data is similar to that generated for the 1.3% product.  
Graceway would need to own the information, and Graceway confirmed that they 
are the owners of the Metrogel Vaginal Gel 0.75% NDA.   

• FDA discussed whether it could be possible to analyze the previous 0.75% data 
using the current BV standards.  Graceway stated that the patient inclusion criteria 
used for the 0.75% is not the same as those that would be used for the 1.3% 
product (using the current guidance).  

• FDA stated that the legacy data from 0.75% MGV are sufficient to provide 
support for the 1.3% product, as FDA has already concluded that metronidazole is 
effective for treatment of BV.  The information generated for the 1.3% product 
will be reviewed based on current standards.  The 0.75% information is 
considered supportive, but it will not change the FDA’s assessment of the 1.3% 
data at that time.   

• The phase 2 study data will be considered as useful supportive information and 
will be considered in the review of the Phase 3 study data.   

 
  
 
 
Minutes Preparer: Jacquelyn Smith, MA, Regulatory Project Manager, DSPTP 
Concurrence: Eileen Navarro Almario, M.D., Acting Deputy Director, DSPTP 



Phase III Study Design

• Randomized, Double Blind, Vehicle‐controlled, 
 Multicenter Study

– 1.3% metronidazole vs. vehicle (placebo)

– Single dose (~5 gm as evaluated in Phase II study) 

• Endpoint: Therapeutic cure rate
– Primary analysis: PP population

– Supportive: MITT population

• Sample size: 146/group (PP), enroll approximately 450 
 (~10‐12/site at ~40 sites)

– Alpha of 0.05, 2‐sided
– Pc=0.10, Pt=0.25, Power=0.90, Dropout=~35%
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