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Other (specify): 
 
 

N/A  

RBPM Anh-Thy Ly 

ATL Dorota Matecka 
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2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

24 months at 20°C to 25°C (68°F to 77°F). Brief exposure to 15°C to 30°C (59°F 
to 86°F) permitted [see USP Controlled Room Temperature]. 

b. Additional Comments for Action 
 
N/A 

 
4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
The NDA has provided sufficient CMC information to assure the identity, 
strength, purity, and quality of the proposed drug substance (metronidazole) 
and the drug product (metronidazole oral suspension). All comments and 
information requests identified by the review team and forwarded to the 
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Applicant regarding the drug product, including its microbiological quality, 
and manufacturing process have been addressed adequately. The CMC 
information regarding the metronidazole drug substance provided via a 
reference to a Type II DMF  was also found acceptable (DMF  was 
last reviewed and found adequate on February 8, 2021, in support of another 
application submitted to CDER). From the biopharmaceutics perspective, the 
Applicant conducted a comparative BA study to bridge the proposed drug 
product to the listed drug (LD). Since there were no changes to the drug 
product formulation, manufacturing site and/or process between the pivotal 
BE batch, registration batches, and the proposed commercial product, no 
additional bridging is needed. Furthermore, the proposed dissolution method 
and acceptance criteria were found acceptable based on information 
submitted in the original NDA and subsequent amendments submitted in 
response to the FDA questions and recommendations. In addition, all 
manufacturing and testing facilities have been found acceptable and an 
overall “Approve” recommendation was entered into Panorama by the Office 
of Pharmaceutical Manufacturing Assessment (OPMA) on July 7, 2023. 
Based on the individual subdiscipline assessments, this NDA is 
recommended for approval by the Office of Pharmaceutical Quality (OPQ). 

 
b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

 
Recommendation by Subdiscipline: 
   Drug Substance      - Adequate 
   Drug Product  - Adequate 
   Quality Labeling  - Adequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - Adequate 
   Microbiology  - Adequate 

 
 Environmental Assessment:    Categorical Exclusion - Adequate 
 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: N/A 
Comparability Protocols (PACMP):  No 
Comments: N/A 
Additional Lifecycle Comments: N/A 
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 Product Bridging:  
 

The Applicant conducted a comparative BA study under fed and fasted conditions, 
to bridge the proposed drug product to the LD. Since there were no changes to the 
drug product formulation, manufacturing site and/or process between the pivotal BE 
batch, registration batches, and To-Be-Marketed (TBM) products, no additional 
bridging is needed.  
 
 

List of Submissions Being Assessed: 
 

IND/NDA eCTD 
sequence 
# 

Date of 
response  

Document 

NDA 0001 11/23/2022 2/28/2023: Original Submission 
NDA 0010 3/30/2023 Response to the Biopharmaceutics IR #12 
NDA 0013 5/13/2023 Response to the Biopharmaceutics IR #23 

 
Concise Description of Outstanding Issues (list bullet points with key information 
and update as needed):   
 
None. 
 
 
Overall Biopharmaceutics Recommendation:  
 
From the Biopharmaceutics perspective, NDA 216755-ORIG-1 for Metronidazole Oral 
Suspension, 500 mg/ 5mL, is Adequate and recommended for Approval.  
 
 
 
 
 
 
  

                                                           
2 SDN-9 (M.1.11.1): \\CDSESUB1\EVSPROD\nda216755\0010\m1\us\cover-letter-216755-0010.pdf  
3 SDN-13 (M.1.11.1): \\CDSESUB1\EVSPROD\nda216755\0013\m1\us\cover-letter-216755-0013.pdf  
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Appendix. I: Biopharmaceutics Information Requests 

 

Biopharmaceutics Information Request #1 conveyed to the Applicant on 

3/13/2023 

1. 

 
2. It is unclear whether the drug product samples for dissolution testing were 

obtained from a single bottle or from multiple bottles. For example, for dissolution 
testing of twelve (12) unit samples, twelve (12) different bottles should be used 
for each sample. Clarify how your samples have been obtained. Update the 
Analytical Procedure (M.3.2.P.5.2) to clearly indicate that suspension samples for 
dissolution testing should be taken from separate bottles, e.g. “use a separate 
single bottle for each sample unit” for batch release and stability dissolution 
testing.  
 

Provide your response by COB 3/30/2023 

Response received on 3/30/2023 (SDN-10) and assessment included throughout 

this review document. 

 

Biopharmaceutics Information Request #2 conveyed to the Applicant on 

4/17/2023 

We acknowledge that you have provided the full in vitro dissolution profile data for your 
pivotal/clinical batch (S0068A0); however, you have not provided the full dissolution 
profile data of your other two registration/commercial batches (S0063A0 and 
SS0067A0) using the proposed dissolution method. Provide the complete dissolution 
profile data [individual (n=12), mean, range, %RSD at each time point (5, 10, 15, 20, 30, 
45, 60 min and/or until complete dissolution)] for the two registration batches S0063A0 
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and SS0067A0 at the current stability time point. Report the dissolution data as the 
cumulative percentage of drug dissolved with time (the percentage is based on the 
product’s label claim). The individual dissolution data of these batches should also be 
presented in tabular and graphical formats. Provide detailed information for the batches 
of drug product tested using the proposed dissolution method (i.e., USP Apparatus II 
[paddle] in 500 mL of 0.1 N HCl at 50 rpm, batch/lot no., manufacturing date, 
manufacturing site, testing date, batch size, age of drug product at the time of 
dissolution testing, etc.). 
 

Response received on 5/3/2023 (SDN-13) and assessment included throughout 

this review document. 
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