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Review Information 

 
 
1. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 

FORMULA, MOLECULAR WEIGHT: 
 
Metronidazole [2-methyl-5-nitroimidazole-1-ethanol; 2-(5-nitro-2-methylimidazol-yl)ethanol] 
 

 
 
C6H9N3O3 
MW = 171.2 
 
 
2. INDICATION:  Topical treatment of bacterial vaginosis (BV) in non-pregnant 

women 
 
 
3. ROUTE OF ADMINISTRATION: Vaginal 
 
 
4. STRENGTH/POTENCY: 1.3% 
 
 
5. Rx/OTC DISPENSED:     Rx         OTC 
 
 
6. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM):  

   
Is this a SPOTS product?  Yes     No       Not evaluated at time of IQA. 
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7. RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 
 
DMF 

# TYPE HOLDER ITEM REFERENCED LOA DATE COMMENTS 

 II March 4, 2013 Last review dated 
August 5, 2011 

 III  February 20, 2013  
 

 

b. Consults Recommended by CMC and Biopharmaceutics 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics    
Clin Pharm    
EES   Submitted and pending as of June 13, 2013 
Pharm/Tox   TBD (if needed) 
Methods Validation   TBD (if needed) 
EA   Categorical exclusion claim 
New Drug Micro   Done (approval recommended - review in DAARTS dated 

June 21, 2013 ) 
CDRH    
Other ( )    
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME DATE APPLICATION 

 NUMBER DESCRIPTION 

IND  107484  
 
d. Previous Communications with the Applicant to note (if any): 
 

DOCUMENT 
NAME Document DATE APPLICATION 

 NUMBER DESCRIPTION 

STP letter 01/20/2010 107484 CMC comments included 
EoP2 meeting 08/23/2010 107484 Preliminary responses 
EoP2 meeting 09/20/2010 107484 Meeting minutes 
Pre-NDA meeting 02/15/2013 107484 Preliminary responses (meeting 

cancelled) 
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Changes between Clinical DP and Proposed Commercial DP 

Clinical Commercial  
No changes  
 
Metronidazole is a nitroimidazole classified as both an antibiotic and as an anti-protozoal 
agent. 
 
Metronidazole drug substance has been approved as several dosage forms. The currently 
available metronidazole products for vaginal administration include MetroGel-Vaginal® 

(metronidazole vaginal gel), 0.75%, which has been approved since 1992 (NDA 20208) 
and has been used extensively for the treatment of BV, and Vandazole (metronidazole 
vaginal gel, 0.75%) approved in 2005 (NDA 21806). The current regimen of MetroGel-
Vaginal, 0.75% calls for a five-day treatment. The proposed drug product, a new 
hydrogel formulation of metronidazole, Metronidazole Vaginal Gel 1.3%, with a higher 
concentration of metronidazole, has been developed with the intent to provide a single 
dose formulation that would be equally efficacious as the currently marketed products 
requiring five to seven days of treatment.  
 
Metronidazole Vaginal Gel, 1.3% will be provided in a single dose applicator containing 
5 g of the drug product (which contains 65 mg dose of metronidazole drug substance). 
Patients will be instructed to deliver the entire contents of the applicator once at bedtime. 
 
Drug Substance 
 
Some general information and information on the control of the metronidazole drug 
substance, including a specification, some information on impurities, and batch analysis 
data for the batches used in clinical studies has been provided in the NDA.  The other 
CMC information such a description of the manufacturing process, controls of materials, 
process development and validation, stability, etc. is provided via a reference to DMF 
Type II . Comment:  The drug substance specification (which seems to follow the 
USP monograph for metronidazole) has been attached to this review as Appendix 1. 
 
This DMF (originally submitted on September 3, 1979) has been referenced previously in 
other NDAs and ANDAs (e.g., NDAs 20208 and 21806). It was last reviewed on August 
5, 2011 and found adequate. As indicated in DARRTS, a quality amendment was 
submitted on December 12, 2011. In addition, on October 23, 2012, this DMF was 
evaluated for completeness by the Office of Generic Drugs. Comment: The amendment 
dated December 12, 2011 may need to be reviewed for the purpose of the current NDA 
review. 
 
Drug Product 
 
The formulation of the proposed drug product, metronidazole vaginal gel, contains 
metronidazole, an anti-bacterial and anti-protozoal agent, at strength of 1.3% w/w in a gel 
vehicle containing polyethylene glycol 400, propylene glycol, benzyl alcohol, 
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7. 

Are drug substance 
manufacturing sites identified on 
FDA Form 356h or associated 
continuation sheet?  For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

  As above 

8. 

Are drug product manufacturing 
sites are identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

  As above 

9. 

Are additional manufacturing, 
packaging and control/testing 
laboratory sites are identified on 
FDA Form 356h or associated 
continuation sheet. For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if 

previously registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site 
contact person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, and 

• DMF number (if applicable) 

  As above 
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REVIEW AND APPROVAL 
 
See appended electronic signature page} 
Dorota Matecka, Ph.D. 
CMC Lead 
Division of Pre-Marketing Assessment II, Branch V 
Office of New Drug Quality Assessment 
 
 
{See appended electronic signature page} 
Rapti Madurawe, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment II, Branch V 
Office of New Drug Quality Assessment 
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