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Labeling Related Consults 
  

I. Medication Error and Proprietary Name Assessments, Division of Medication Error 
Prevention and Analysis, Office of Surveillance and Epidemiology 
 
The Division of Medication Error Prevention and Analysis (DMEPA) reviewed the 
proposed container label, carton labeling, and PI for Vyzulta ophthalmic solution to 
determine whether there are safety concerns with respect to preventable medication 
errors. The primary reviewer Madhuri R. Patel, Pharm.D. and secondary reviewer, 
Sarah K. Vee, Pharm.D. reviewed the proposed container label, carton labeling 
concluded that the PI is acceptable from the medication error perspective (see review 
dated 05/25/2017). Only one recommendation was made to reduce the size of a graphic 
(the letter “V” on the principal display panel, to improve readability. This will be 
addressed in the review by the clinical team leader, W. Boyd, M.D.  
 
DMEPA also evaluated the proposed proprietary name “Vyzulta” in the previous cycle, 
which was resubmitted in this cycle by the applicant. The primary reviewer, Teresa 
McMillan, Pharm.D. and secondary reviewer Sarah K. Vee, Pharm.D., concluded that 
the proposed name is acceptable since it will not misbrand the product and does not 
raise safety concerns (see DMEPA review dated 6/13/17 and review by Meena 
Ramachandra, Pharm.D., Office of Prescription Drug Promotion dated 04/21/16). The 
proprietary name “Vyzulta” was granted on 06/14/17. 
 

II. Pregnancy and Lactation Labeling Rule, Division of Pediatric and Maternal Health 
 
The Division of Pediatric and Maternal Health (DPMH) provided assistance with 
formatting of the label (see review by Melissa Tassinari, Ph.D., Sr. Clinical Advisor 
dated 07/21/17). The clinical team accepted their suggestion regarding the language for 
8.2 Lactation (see attached label). Other suggestions regarding the nonclinical content 
of sections 8 and 13 are deferred to the nonclinical team and are addressed in the 
review by Andrew McDougal, Ph.D.  
 

III. Risk Evaluation and Mitigation Strategy (REMS), Division of Risk Management, 
Office of Surveillance and Epidemiology 
 
The Division of Risk Management evaluated the need for REMS for latanoprostene 
bunod ophthalmic solution 0.024%. DRISK and DTOP concurred that this product does 
not require a REMS based on the following: 
• The risks of pigmentation of the iris, periorbital tissue (eyelid), and eyelashes, 

gradual eyelash changes including increased length, thickness, and number of 
lashes, intraocular inflammation and macular edema can be communicated through 
labeling.  

• Ophthalmology providers, who treat patients for the reduction of intraocular 
pressure in the setting of open angle glaucoma or ocular hypertension, are familiar 

Reference ID: 4134084





---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

JANE FILIE
08/02/2017

RENATA ALBRECHT
08/03/2017

Reference ID: 4134084



1

LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

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: May 25, 2017

Requesting Office or Division: Division of Transplant and Ophthalmology Products (DTOP) 

Application Type and Number: NDA 207795 

Product Name and Strength: Vyzulta (latanoprostene bunod) Ophthalmic Solution, 0.024% 

Product Type: Single Ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Bausch & Lomb, Inc.

Submission Date: February 24, 2017

OSE RCM #: 2017-535

DMEPA Primary Reviewer: Madhuri R. Patel, PharmD

DMEPA Team Leader (Acting): Sarah K. Vee, PharmD
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1 REASON FOR REVIEW
The Division of Transplant and Ophthalmology Products (DTOP) requested that we review the 
proposed container label, carton labeling, and Prescribing Information (PI) for Vyzulta 
(latanoprostene bunod) Ophthalmic Solution (NDA 207795), submitted by Bausch & Lomb, Inc. 
on February 24, 2017, to determine if it is acceptable from a medication error perspective. 

2 REGULATORY HISTORY
DMEPA previously reviewed the label and labeling for the proposed product, Vyzulta, in RCM 
2015-1755 dated June 1, 2016.a However, NDA 207795 received a Complete Response (CR) on 
July 21, 2016, due to facilities deficiencies. Thus, the applicant submitted a complete response 
to the CR along with revised label and labeling on February 24, 2017.

3 MATERIALS REVIEWED 

We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  
Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section 
(for Methods and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews B

Human Factors Study C – N/A

ISMP Newsletters D – N/A

FDA Adverse Event Reporting System (FAERS)* E – N/A

Other F – N/A

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for our label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

4 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED
We reviewed proposed container label, carton labeling, and Prescribing Information
(PI) to determine whether there are any significant concerns in terms of safety related to 
preventable medication errors. We find the PI and container label acceptable from a 
medication error perspective. However, we note that the carton labeling can be improved to 
enhance the readability and prominence of important information (e.g. proprietary name, 
established name, strength, route of administration).

5 CONCLUSION & RECOMMENDATIONS
DMEPA finds the Prescribing Information and container label acceptable from a medication 
error perspective. However, we note that the proposed carton labeling can be improved to 

a Rutledge M. Label and Labeling Review for Vyzulta (latanoprostene bunod) NDA 207795. Silver Spring (MD): FDA, 
CDER, OSE, DMEPA (US); 2016 JUN 1. RCM No.: 2015-1755.
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enhance the readability and prominence of important information (e.g. proprietary name, 
established name, strength, route of administration).

5.1 RECOMMENDATIONS FOR BAUSCH & LOMB, INC.

We recommend the following be implemented prior to approval of this NDA: 
A. Reduce the size of the graphic image with the letter “V” on the principal display panel as 

it competes in size and prominence with the most important information on the carton 
labeling such as proprietary name, established name, and strength, as per Draft 
Guidance: Safety Considerations for Container Labels and Carton Labeling Design to 
Minimize Medication Errors, April 2013.

Reference ID: 4102919
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION

Table 2 presents relevant product information for Vyzulta that Bausch & Lomb, Inc. submitted 
on February 24, 2017. 
Table 2. Relevant Product Information for Vyzulta

Initial Approval Date N/A

Active Ingredient latanoprostene bunod

Indication reduction of intraocular pressure in patients with open-
angle glaucoma or ocular hypertension

Route of Administration Ophthalmic

Dosage Form Ophthalmic Solution

Strength 0.024%

Dose and Frequency One drop in the affected eye(s) once daily in the evening

How Supplied natural low density polyethylene, 7.5 mL bottle with 
dropper tip and a turquoise cap filled with a 5 mL fill volume

Storage Unopened bottle should be stored refrigerated at 2° to 8°C 
(36° to 46°F). Once a bottle is opened it may be stored at 2° 
to 25°C (36° to 77°F) for 8 weeks

Container Closure n/a

Reference ID: 4102919
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APPENDIX B. PREVIOUS DMEPA REVIEWS
B.1 Methods

On May 17, 2017, we searched the L:drive and AIMS using the terms, Vyzulta and 
latanoprostene bunod, to identify reviews previously performed by DMEPA. 

B.2 Results

Our search identified one previous label and labeling reviewb and we confirmed that the 
previous recommendation was not implemented.

b Rutledge M. Label and Labeling Review for Vyzulta (latanoprostene bunod) NDA 207795. Silver Spring (MD): FDA, 
CDER, OSE, DMEPA (US); 2016 JUN 1. RCM No.: 2015-1755.

Reference ID: 4102919
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APPENDIX C. HUMAN FACTORS STUDY – N/A

APPENDIX D. ISMP NEWSLETTERS – N/A

APPENDIX E. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS) – N/A

APPENDIX F. OTHER – N/A

Reference ID: 4102919
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

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: June 1, 2016

Requesting Office or Division: Division of Transplant and Ophthalmology Products (DTOP) 

Application Type and Number: NDA 207795 

Product Name and Strength: Vyzulta (Latanoprostene bunod) Ophthalmic Solution, 
0.024% 

Product Type: Single Ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Valeant Pharmaceuticals North America LLC

Submission Date: July 21, 2015

OSE RCM #: 2015-1755

DMEPA Primary Reviewer: Michelle Rutledge, PharmD

DMEPA Team Leader: Yelena Maslov, PharmD
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1 REASON FOR REVIEW
This review evaluates the proposed container label, carton labeling, and prescribing 
information for Vyzulta (Latanoprostene bunod) Ophthalmic Solution, 0.024%, NDA 207795, for 
areas of vulnerability and could lead to medication errors. This is a New Drug Application.

2 MATERIALS REVIEWED 
We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  

Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section (for Methods 
and Results)

Product Information/Prescribing Information A

Previous DMEPA Reviews B

Human Factors Study           C – N/A

ISMP Newsletters D

FDA Adverse Event Reporting System (FAERS)*           E –N/A

Other            F  - N/A

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED
Valeant Pharmaceuticals North America LLC is seeking approval of Vyzulta Ophthalmic Solution, 
for the reduction of intraocular pressure in patients with open-angle glaucoma or ocular 
hypertension.  The proposed product will provide an alternative option in the ophthalmological 
setting for this indication.

We reviewed the proposed label and labeling and identified the following areas of vulnerability 
to errors.

 Readability and prominence of important information on the carton labeling

4 CONCLUSION & RECOMMENDATIONS
DMEPA concludes that the proposed carton labeling can be improved to increase the 
readability and prominence of important information.
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4.1 RECOMMENDATIONS FOR THE VALEANT PHARMACEUTICALS NORTH AMERICA LLC

We recommend the following be implemented prior to approval of this NDA: 

A. CARTON LABELING
1. Consider reducing the size of the graphic image with letter “V” on the principal 

display panel as it takes away attention from the most important information on the 
carton labeling such as proprietary name, established name, and strength 
statements.  
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION
Table 2 presents relevant product information for Vyzulta that Valeant Pharmaceuticals North 
American LLC submitted on July 21, 2015. 

Table 2. Relevant Product Information for Vyzulta

Initial Approval Date N/A

Active Ingredient Latanoprostene bunod ophthalmic solution

Indication Reduction of intraocular pressure in patients with open 
angle glaucoma or ocular hypertension

Route of Administration Topical ophthalmic

Dosage Form Ophthalmic solution

Strength 0.024%

Dose and Frequency One drop in the affected eye(s) once daily in the evening

How Supplied Low density polyethylene, 7.5 mL bottle with dropper tip 
and a turquoise cap filled with a 5 mL fill volume

Storage  under refrigeration at 2º to 8 ºC (36º to 46ºF).
Protect from light.  
Protect from freezing.

Reference ID: 3939986
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APPENDIX B. PREVIOUS DMEPA REVIEWS
B.1 Methods
On May 26, 2016, we searched the L: drive using the terms, Vyzulta to identify reviews 
previously performed by DMEPA.  

B.2 Results
Our search identified no previous label and labeling reviews.  

Reference ID: 3939986
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APPENDIX D. ISMP NEWSLETTERS
D.1 Methods
On May 27, we searched the Institute for Safe Medication Practices (ISMP) newsletters using 
the criteria below, and then individually reviewed each newsletter.  We limited our analysis to 
newsletters that described medication errors or actions possibly associated with the label and 
labeling.  

ISMP Newsletters Search Strategy

ISMP Newletter(s) Acute Care

Search Strategy and 
Terms

 Match Exact Word or Phrase:  Vyzulta 

 

D.2 Results

No articles were located.
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Ophthalmic Solution With Timolol Maleate Ophthalmic Solution 0.5% in Subjects With Open-
Angle Glaucoma or Ocular Hypertension – APOLLO Study” and  “A Randomized, 
Multicenter, Double-Masked, Parallel-Group Study Comparing the Safety and Efficacy of 
BOL-303259-X 0.024% (Latanoprostene Bunod) Ophthalmic Solution With Timolol Maleate 
Ophthalmic Solution 0.5% in Subjects With Open-Angle Glaucoma or Ocular Hypertension – 
LUNAR Study” respectively, were inspected in support of this application.

The sites of Drs. Christie and Wirta were chosen for inspection based on relatively large study 
enrollments and a lack of recent inspections.

Protocol 769 was conducted at 47 clinical sites in the United States (US), Bulgaria, and the 
Czech Republic with first enrollment on January 31, 2013 and an interim data cutoff date of 
December 19, 2014. The study analyzed a total of 417 subjects.  The three-month efficacy 
phase of this study involved subjects being randomized to either latanoprostene or timolol 
maleate for 3 months from Visit 3 (Day 0) through Visit 6 (Month 3). The primary objective 
was to demonstrate that the mean intraocular pressure (IOP) reduction after 3 months (90 days) 
of treatment with latanoprostene was noninferior to timolol maleate. The sponsor’s conclusion 
with regard to efficacy was that the mean IOP reduction after 3 months (90 days) of treatment 
with latanoprostene was non-inferior, and, in fact, superior to treatment with timolol maleate.

Protocol 770 was conducted at 46 domestic and foreign sites comprising 420 randomized 
subjects with first subject enrollment on January 28, 2013, and the last subject completed on 
November 26, 2014. The primary objective was to demonstrate that the mean intraocular 
pressure (IOP) reduction after 3 months (90 days) of treatment with latanoprostene was non-
inferior to timolol maleate. The sponsor’s conclusion with regard to efficacy was that the mean 
IOP reduction after 3 months (90 days) of treatment with latanoprostene was non-inferior to 
timolol maleate.

3. RESULTS (by site): 

Site #/
Name of CI/
Address

Protocol #/
# of Subjects
(enrolled)

Inspection Dates Classification

130785/
William C. Christie, M.D.
Scott & Christie and Associates, PC
1101 Freeport Road
Pittsburgh, PA 15238
and
105 Brandt Drive
Cranberry Township, PA 16066

769/ 
35

6-14 Jan 2016 VAI

330042/
David L. Wirta, M.D.
Eye Research Foundation
520 Superior Avenue, Suite 235
Newport Beach, CA 92663

770/ 
49

17-20 Nov 2015 NAI

Reference ID: 3921210
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Compliance Classifications

NAI = No deviation from regulations. 
VAI = Deviation(s) from regulations. 
OAI = Significant deviations from regulations.  Data unreliable.  
Pending = Preliminary classification based on information in 483 or preliminary 

communication with the field; EIR has not been received from the field, and complete 
review of EIR is pending.  Final classification occurs when the post-inspectional 
letter has been sent to the inspected entity.

1.  William C. Christie, M.D.

At this site for Protocol 769, 45 subjects were screened, nine subjects failed screening and 
one subject withdrew consent, 35 subjects were enrolled in the study, one subject 
discontinued due to an adverse event, and 34 subjects completed the study. Source data was 
compared to line listings. The study records of the enrolled subjects were reviewed in detail 
with respect to randomization, early terminations, adverse events, and intraocular pressures 
(IOPs).  The records of 18 subjects were reviewed for general protocol adherence and 
reporting of concomitant medications and illnesses. Other records reviewed included, but 
were not limited to, financial disclosure, delegation of authority, sponsor, monitor, and IRB 
communications, and test article accountability and storage.

Signed informed consent was obtained from all enrolled subjects prior to study entry. A 
Form FDA 483 was issued at the conclusion of the inspection noting that the study 
deviated from protocol in that the refrigerator containing the study drug was at a 
temperature (0○ C) below the specified storage temperature of 2-8○ C for at least 31 days at 
varying intervals, and that there were 19 days where the temperature was not recorded. 
Follow up with the review chemist indicated there were no stability concerns with the 
temperature excursions to 0○ C. Dr. Christie acknowledged his responsibility for the overall 
conduct of the study in his written response dated January 26, 2016. For those periods 
when refrigerator temperatures were not recorded, Dr. Christie said that review of 
temperature logs prior to and after these periods provided no basis for concluding that 
temperature excursions occurred in those periods.  Dr. Christie appears to have 
implemented corrective actions to his study practices that should prevent similar findings in 
future studies.

This finding of improper drug storage conditions would not appear to adversely affect 
subject safety or data quality. The data generated by this site appear acceptable in support 
of the respective indication.

Reference ID: 3921210
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2. David L. Wirta, M.D.

At this site for Protocol 770, 72 subjects were screened, 50 subjects were randomized, and 
40 subjects completed the study. Per the study report, three subjects were discontinued for 
noncompliance with the protocol, four subjects experienced adverse events, and three 
subjects withdrew from the study. Records reviewed included, but were not limited to, 
informed consent, financial disclosure, medical histories, inclusion/exclusion criteria, 
concomitant medications, sponsor and IRB communications, and test article storage and 
accountability. The site was responsible for transferring the source data to electronic Case 
Report Forms (eCRFs). For primary endpoints and adverse events, source records for all 
subjects completing the study were compared against data listings.

A Form FDA 483 was not issued at the conclusion of the inspection. Review of the records 
noted above revealed no significant discrepancies or regulatory violations.

The study appears to have been conducted adequately, and the data generated by this site 
appear acceptable in support of the respective indication.

{See appended electronic signature page}

Roy Blay, Ph.D.
Good Clinical Practice Assessment Branch
Division of Clinical Compliance Evaluation
Office of Scientific Investigations

CONCURRENCE:      

{See appended electronic signature page}

Kassa Ayalew, M.D., M.P.H
Branch Chief
Good Clinical Practice Assessment Branch 
Division of Clinical Compliance Evaluation
Office of Scientific Investigations
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CC: 
Central Doc. Rm. 
DTOP/Division Director/Albrecht
DTOP/Medical Team Leader/Boyd
DTOP/MO/Lim
DTOP/Project Manager/Almoza
OSI/Office Director/Burrow
OSI/DCCE/ Division Director/Khin
OSI/DCCE/Branch Chief/Ayalew
OSI/DCCE/Team Leader/Pohlman
OSI/DCCE/GCP Reviewer/Blay
OSI/ GCP Program Analysts/ Patague/Peacock
OSI/Database PM/Walters
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****Pre-decisional Agency Information**** 
    
 

Memorandum 
 
Date:  April 21, 2016 
  

To:  Lois Almoza, Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Products (DTOP) 

 
From:   Meena Ramachandra PharmD, Regulatory Review Officer 

Office of Prescription Drug Promotion (OPDP)  
 
Subject: Vyzulta (latanoprostene bunod ophthalmic solution), 0.024% For 

Topical Ophthalmic Use 
NDA 207795 

 
   
As requested in DTOP’s consult dated September 3, 2015, OPDP has reviewed 
the draft PI and proposed carton and container labeling for Vyzulta 
(latanoprostene bunod ophthalmic solution), 0.024%. 
 
OPDP reviewed the proposed substantially complete version of the PI titled, 
“draft-labeling-text.doc” accessed via the DTOP SharePoint website on April 14, 
2016. OPDP’s comments are provided in the attached clean version of the 
substantially complete labeling. 
 
OPDP has no comments on the version of the proposed carton and container 
labeling titled “1-14-1-1 Draft Carton Label.pdf” and “1-14-1-1 Draft Container 
Label.pdf” accessed on the DTOP SharePoint website on April 14, 2016. 
 
Thank you for the opportunity to review and provide comments on this proposed 
labeling. If you have any questions please contact Meena Ramachandra (240) 
402-1348 or Meena.Ramachandra@fda.hhs.gov. 

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

Reference ID: 3920842
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Version: 7/10/2015

ATTACHMENT 

MEMO OF FILING MEETING

DATE:  August 31, 2015

BACKGROUND:  NDA 207795 was submitted on July 21, 2015, for reduction of 
intraocular pressure for patients in with open-angle glaucoma or of ocular hypertension.

REVIEW TEAM: 

Discipline/Organization Names Present at 
filing 
meeting? 
(Y or N)

RPM: Lois Almoza, MS YRegulatory Project Management

CPMS/TL: Diana Willard Y

Cross-Discipline Team Leader (CDTL) William Boyd, MD Y

Division Director Renata Albrecht, MD Y

Deputy Director Wiley Chambers, MD Y
Office Director/Deputy John Farley Y

Reviewer: Lucious Lim, MD YClinical

TL: William Boyd, MD Y

Reviewer:Clinical Microbiology (for antimicrobial 
products)
 TL:

Reviewer: Yongheng Zhang, PhD YClinical Pharmacology 

TL: Philip Colangelo, PhD Y

• Genomics Reviewer:
• Pharmacometrics Reviewer:

Reviewer: Abel Eshete, PhD YBiostatistics 

TL: Yan Wang, PhD Y

11
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Reviewer: Andrew McDougal, PhD YNonclinical 
(Pharmacology/Toxicology)

TL: Lori Kotch, PhD Y

Reviewer:Statistics (carcinogenicity)

TL:

ATL: Anamitro Banerjee, PhD YProduct Quality (CMC) Review Team:

RBPM:

• Drug Substance Reviewer: Gaetan Ladouceur, PhD N
• Drug Product Reviewer: Chunchun Zhang, PhD N
• Process Reviewer: Sung Kim, PhD N
• Microbiology Reviewer: Daniel Schu, PhD Y
• Facility Reviewer: Denise DiGiulio, PhD N
• Biopharmaceutics Reviewer: Om Anand, PhD Y
• Immunogenicity Reviewer:
• Labeling (BLAs only) Reviewer: 
• Branch Chiefs Balajee Shanmugam, PhD N

Reviewer:OMP/OMPI/DMPP (Patient labeling:  
MG, PPI, IFU) 

TL:

Reviewer:OMP/OPDP (PI, PPI, MedGuide, IFU, 
carton and immediate container labels)

TL:

Reviewer: Michelle Rutledge, PhD YOSE/DMEPA (proprietary name, 
carton/container labels)

TL:

Reviewer:OSE/DRISK (REMS)

TL:

Reviewer:OC/OSI/DSC/PMSB (REMS)

TL:

12
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