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APPROVAL LETTER 
 

 



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring  MD  20993

NDA 020583/S-027, 020803/S-025, 050804/S-020
APPROVAL LETTER

Bausch & Lomb
Attention: Mary Harrell
Manager Global Pharmaceutical Regulatory Affairs
7 Giralda Farms Suite 1001
Madison, NJ 07940

Dear Ms. Harrell:

Please refer to your Supplemental New Drug Applications (sNDAs) dated March 8, 2013,
received March 8, 2013, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA) for the following:

NDA 
NUMBER

SUPPLEMENT 
NUMBER

PRODUCT NAME

020583 S-027 Lotemax® (loteprednol etabonate ophthalmic suspension) 
050804 S-020 Zylet® (loteprednol etabonate and tobramycin ophthalmic 

suspension)
020803 S-025 Alrex® (loteprednol etabonate ophthalmic suspension) 

These “Changes Being Effected in 30 days” supplemental new drug applications provide for the 
use of an additional ink and varnish system for the drug product applied to the primary container 
system.

We have completed our review of these supplemental new drug applications.  These supplements
are approved.

We remind you that you must comply with the requirements for an approved NDA set forth 
under 21 CFR 314.80 and 314.81.

If you have any questions, call Navdeep Bhandari, Regulatory Health Project Manager, at (240) 
402-3815.

       Sincerely,

{See appended electronic signature page}

Thomas F. Oliver, Ph.D.
Branch Chief, Branch VI
Division of New Drug Quality Assessment II
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research

Reference ID: 3387867
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THOMAS F OLIVER
10/09/2013
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MEDICAL REVIEW(S) 



1

Clinical Review of Bundled Changes Being Effected (CBE) Supplements
Supplement 

Submission Date: March 8, 2013
Receipt Date: March 8, 2013
Review Date: October 4, 2013

NDA 
NUMBER

SUPPLEMENT 
NUMBER

PRODUCT NAME

020583 S-027 Lotemax (loteprednol etabonate ophthalmic suspension) 0.5%
050804 S-020 Zylet (loteprednol etabonate and tobramycin ophthalmic 

suspension) 0.5%/0.3%
020803 S-025 Alrex (loteprednol etabonate ophthalmic suspension) 0.2%

Applicant:  Bausch & Lomb
7 Giralda Farms, Suite 1001
Madison, NJ  07940

Applicant's
Representative: Mary E. Harrell

Manager, Global Branded Rx Portfolio 
& Regulatory Strategy Group
973-360-6462

Submitted:

Submitted are bundled supplements proposing the use of an additional ink and varnish system for 
the drug product labels applied to the primary container closure. 

Bausch & Lomb makes reference is also made to the supplemental filing (Prior Approval 
Supplement) of Besivance (besifloxacin hydrochloride ophthalmic suspension) 0.6%, NDA 
022308 dated December 20, 2011, and approved April 20, 2012, supporting this same chemistry, 
manufacturing and controls (CMC) change. 

This change is proposed as a Supplement – Changes Being Effected in 30 Days. Bausch & Lomb 
intends to implement the proposed change 30 days from the date of this submission.

Reviewer’s Comments:

These bundled supplements were incorrectly submitted by Bausch & Lomb as Changes Being 
Effected in 30 Days supplements; inks and varnishes are capable of interacting with the drug 
product and therefore should have been submitted as Prior Approval supplements. 

The applicant has provided a discussion of the rationale for this change, along with supporting 
data.  

Reference ID: 3386794
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Chemistry Review 
                                 # 2 

1. Division: 
                          HFD-520 

2. NDA Number: 
                                 20-583 

3. Name and Address of Applicant:  
Bausch & Lomb 
7 Giralda Farms Suite 1001 
Madison, NJ 07940 
 

4. Supplement(s): 
     Number: S-027 
     Date(s):   March 8, 2013 
     Stamp Date: March 8, 2013 
     Due Date; September 8, 2013  

5.Name of Drug: 
        Lotemax 

6. Nonproprietary name: 
Loteprednol etabonate ophthalmic suspension, 0.5% 

7. Supplement Provides for:  
Addition of alternative ink and varnish system for the drug product labels on 
the container closure. 

8. Amendment(s): 
None 

9. Pharmacological Category: 
   Anti-inflammatory, corticosteroid 
 

10. How 
Dispensed: 

        ℞ 

11. Related Documents:  
NDA 50-804/S-020, March  8, 2013, Zylet, Loteprednol 
etabonate and tobramycin suspension, 0.5%/0.3% 
 
NDA 20-803/S-025, March 8, 2013, Alrex® loteprednol 
etabonate Ophthalmic Suspension, 0.2% 

12. Dosage Form: 
      Ophthalmic Suspension 

13. Potency 0.5% 

 
14. Chemical Name and Structure: Loteprednol Etabonate, C24H31ClO7, Mol. Wt. 466.96 
Chloromethyl-17〈-[(ethoxycarbo) oxy]-11-hydroxy-3-oxandrosta-1, 4-diene-17-carboxylate. 

                                                  
  
15. Comments:  With this supplement the applicant requests the approval of an additional ink and varnish system for the 
drug product labels on the container closure. The reasons for this request are to provide manufacturing flexibility and to 
minimize product supply disruption.  

 This supplement is bundled with supplements NDA 20-803/S025 and NDA 50-804/S-020 for the same 
change. 
 
The same  ink/varnish system change was recently (April 20, 2012) approved for a related drug product from the same 
applicant in NDA 22-308/S-004, Besivance HCL, Besifloxacin hydrochloride ophthalmic suspension, 0.6%. 
 
These supplements were recommended for Approval in Review #1 by the CMC reviewer. However, at the time of 
completion of the CMC review (August 29, 2013) the clinical review of these supplements  had not been completed.  
 
The clinical review is now completed and recommends Approval of these supplements. See review in DARRTS, dated 
October 8, 2013.  
16. Conclusions and Recommendations:  The CMC and the Clinical reviewers have recommended Approval for these 
bundled supplements. We can now proceed to issue an Approval (AP) letter for these applications. 

17. Name:                                                          Signature:                                                         Date: 
 Libaniel Rodriguez, Ph.D.,  Review Chemist 

18. Concurrence:                                              Signature:                                                          Date: 
Thomas Oliver, Ph.D., Branch Chief, ONDQA/ONDQII/BVI 

 

Reference ID: 3387230
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THOMAS F OLIVER
10/09/2013
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Chemistry Review 
                                 # 1 

1. Division: 
                          HFD-520 

2. NDA Number: 
                                 20-583 

3. Name and Address of Applicant:  
Bausch & Lomb 
7 Giralda Farms Suite 1001 
Madison, NJ 07940 
 

4. Supplement(s): 
     Number: S-027 
     Date(s):   March 8, 2013 
     Stamp Date: March 8, 2013 
     Due Date; September 8, 2013  

5.Name of Drug: 
        Lotemax 

6. Nonproprietary name: 
Loteprednol etabonate ophthalmic suspension, 0.5% 

7. Supplement Provides for:  
Addition of alternative ink and varnish system for the drug product labels on 
the container closure. 

8. Amendment(s): 
None 

9. Pharmacological Category: 
   Anti-inflammatory, corticosteroid 
 

10. How 
Dispensed: 

        ℞ 

11. Related Documents:  
NDA 50-804/S-020, March  8, 2013, Zylet, Loteprednol 
etabonate and tobramycin suspension, 0.5%/0.3% 
 
NDA 20-803/S-025, March 8, 2013, Alrex® loteprednol 
etabonate Ophthalmic Suspension, 0.2% 

12. Dosage Form: 
      Ophthalmic Suspension 

13. Potency 0.5% 

 
14. Chemical Name and Structure: Loteprednol Etabonate, C24H31ClO7, Mol. Wt. 466.96 
Chloromethyl-17〈-[(ethoxycarbo) oxy]-11-hydroxy-3-oxandrosta-1, 4-diene-17-carboxylate. 

                                                  
  
15. Comments:  With this supplement the applicant requests the approval of an additional ink and varnish system for the 
drug product labels on the container closure. The reasons for this request are to provide manufacturing flexibility and to 
minimize product supply disruption.  

 This supplement is bundled with supplements NDA 20-803/S025 and NDA 50-804/S-020 for the same 
change. 
 
The same  ink/varnish system change was recently (April 20, 2012) approved for a related drug product from the same 
applicant in NDA 22-308/S-004, Besivance HCL, Besifloxacin hydrochloride ophthalmic suspension, 0.6%. 
 
This proposed change involves the label ink sub-part of the Module 3, section 3.2.P 7, Container Closure System only. All 
other aspects of the Container Closure System remain unchanged.  
 
The following information and data were provided in support of the proposed change: 
 

• Review of ink formulation, direct solvent extraction screening and confirmatory product-presentation extractable 
test for both, the current and the proposed ink systems..  

 
• Three months of stability data at the long term (25°C/40% RH)  storage conditions  for two batches of Loteprednol 

etabonate Ophthalmic Suspension, 0.5% drug product manufactured and tested at the Bausch & Lomb 
manufacturing facility in Tampa, Florida, USA, and using labels printed with the proposed ink and varnish system. 

 
Details of the information and data provided are discussed in the Chemistry Review Notes section of this review, below. 

Reference ID: 3365212

(b) (4)



16. Conclusions and Recommendations:  The comparative information and data provided for the components of the 
current and proposed ink/varnish systems indicate that the proposed  ink/varnish system is equivalent to the 
current system. It also indicates that the proposed system is compatible, does not contribute any significant new extractable 
compounds to the final drug product, and its use in the printed labels does not have any adverse effect on the final quality of 
the drug product. From the point of view of CMC, this supplement is recommended for approval. 
 
17. Name:                                                          Signature:                                                         Date: 
 Libaniel Rodriguez, Ph.D.,  Review Chemist 

18. Concurrence:                                              Signature:                                                          Date: 
Thomas Oliver, Ph.D., Branch Chief, ONDQA/ONDQII/BVI 

 

Reference ID: 3365212
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NDA 020583/S-027, NDA 050804/S-020, NDA 020803/S-025  
CBE SUPPLEMENT –  

ACKNOWLEDGEMENT 
Bausch & Lomb 
Attention: Mary Harrell 
Manager Global Pharmaceutical Regulatory Affairs 
7 Giralda Farms Suite 1001 
Madison, NJ 07940 
 
Dear Ms. Harrell: 
 
We have received your Supplemental New Drug Application (sNDA) submitted under section 505(b) of 
the Federal Food, Drug, and Cosmetic Act (FDCA or the Act) for the following: 
 
 

NDA 
NUMBER 

SUPPLEMENT 
NUMBER 

PRODUCT NAME 

020583 S-027 Lotemax® (loteprednol etabonate ophthalmic suspension)  
050804 S-020 Zylet® (loteprednol etabonate and tobramycin ophthalmic 

suspension) 
020803 S-025 Alrex® (loteprednol etabonate ophthalmic suspension)  
 
 
DATE OF SUBMISSION: 3/8/2013 
 
DATE OF RECEIPT: 3/8/2013 
 
This supplemental application, submitted as ”Changes Being Effected in 30 days” supplement, proposes 
the following change(s): additional ink and varnish system for drug product labels. 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently complete to 
permit a substantive review, we will file the application on 5/7/2013 in accordance with 
21 CFR 314.101(a).  If the application is filed, the user fee goal date will be 9/8/2013. 
 
Cite the application number listed above at the top of the first page of all submissions to this application.  
Send all submissions, electronic or paper, including those sent by overnight mail or courier, to the 
following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Transplant and Ophthamology 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
 

Reference ID: 3289551
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All regulatory documents submitted in paper should be three-hole punched on the left side of the page and 
bound.  The left margin should be at least three-fourths of an inch to assure text is not obscured in the 
fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, it may occasionally be 
necessary to use individual pages larger than standard paper size.  Non-standard, large pages should be 
folded and mounted to allow the page to be opened for review without disassembling the jacket and 
refolded without damage when the volume is shelved.  Shipping unbound documents may result in the 
loss of portions of the submission or an unnecessary delay in processing which could have an adverse 
impact on the review of the submission.  For additional information, see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/DrugMasterFil
esDMFs/ucm073080.htm. 
 
If you have questions, call Althea Cuff, Regulatory Project Manager, at (301) 796 – 4061. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Althea Cuff 
Regulatory Project Manager 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

Reference ID: 3289551
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