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Indication:

LOTEMAX is indicated for the treatment of steroid
responsive inflammatory conditions of the palpebral and
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such as allergic conjunctivitis, acne rosacea, superficial
punctate keratitis, herpes zoster keratitis, iritis, cyclitis,
selected infective conjunctivitides, when the inherent hazard
of steroid use is accepted to obtain an advisable diminution
in edema and inflammation.
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NDA 20583/S-028

APPROVAL LETTER

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 20583/S-028, 20803/S-026
APPROVAL LETTER
Bausch & Lomb
Attention: Mary Harrell
Senior Manager, Regulatory Affairs
7 Giralda Farms Suite 1001
Madison, New Jersey 07940
Dear Ms. Harrell:
Please refer to your Supplemental New Drug Applications (sNDAs) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act (FDCA or the Act) for the following:
NDA/Supplement Drug Product
20583/S-028
Lotemax® (loteprednol
etabonate) Ophthalmic
Suspension
20803/S-026
Alrex® (loteprednol
etabonate) Ophthalmic
Suspension

Date of Submission
August 23, 2013

Date of Receipt
August 23, 2013

August 23, 2013

August 23, 2013

These “Prior Approval” supplemental new drug applications provide for:
1) removal of drug substance process related impurities from the drug product specification,
2) modifications to the analytical methodology for related substances to account for revised
related substances correction factors,
3) tightening of the acceptance criteria for related substances in the drug product,
4) revision to the reporting parameters and acceptance criteria for particle size distribution.
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) 4023815.
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: 3420938

--------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
--------------------------------------------------------------------------------------------------------/s/
---------------------------------------------------THOMAS F OLIVER
12/16/2013

Reference ID: 3420938
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MEDICAL REVIEW(S)

Clinical Review of Bundled Prior Approval Supplements
Submission Date:
Receipt Date:
Review Date:
NDA
NUMBER
020583
020803

SUPPLEMENT
NUMBER
S-028
S-026

Applicant:

Applicant's
Representative:

August 23, 2013
August 23, 2013
December 12, 2013

PRODUCT NAME
Lotemax (loteprednol etabonate ophthalmic suspension) 0.5%
Alrex (loteprednol etabonate ophthalmic suspension) 0.2%
Bausch & Lomb
7 Giralda Farms, Suite 1001
Madison, NJ 07940
Mary E. Harrell
Manager, Global Branded Rx Portfolio
& Regulatory Strategy Group
973-360-6462

Submitted:
Submitted are prior approval supplements containing Chemistry, Manufacturing and Controls (CMC) changes
to the above referenced applications. The purpose of these supplements is to modify the drug product
specifications and analytical procedures for related substances and particle size.
Specifically, the following changes are proposed in this supplement:
 Removal of drug substance process related impurities from the drug product specification.
 Modifications to the analytical methodology for related substances to account for revised related
substances correction factors.
 Tightening of the acceptance criteria for related substances in the drug product.
 Revision to the reporting parameters and acceptance criteria for particle size distribution.
Reviewer’s Comments:
For details of drug product specifications and analytical procedures for related substances and particle size
for these two products, see the Chemistry review of these supplemental applications dated December 12, 2013.
Removal of the process related impurity specification is acceptable because there are other specifications in
place which serve the same purpose. Modification to the analytical methodology is acceptable because it has
been judged to be equivalent. Revision to the acceptance criteria is also considered equivalent.
Per the CMC review, the results provided fall within acceptance criteria and demonstrate that the proposed
changes do not have an adverse effect on the reported final quality of the two drug products. We concur; the
recalculated data provided in these supplements support the proposed changes
Recommendations:
These bundled supplements are recommended for approval.
William M. Boyd, M.D.
Clinical Team Leader

Reference ID: 3421894
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electronically and this page is the manifestation of the electronic
signature.
--------------------------------------------------------------------------------------------------------/s/
---------------------------------------------------WILLIAM M BOYD
12/13/2013
WILEY A CHAMBERS
12/14/2013
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NDA 20583/S-028

CHEMISTRY REVIEW(S)

only differences are the concentration of each, Lotemax 0.5% and Alrex 0.2%, and the timing for the NDA approval of each
product. For these reasons, the drug product specific, reanalyzed data, used to support the proposed modifications for each
of the drug products (26 batches for related impurities and 149 batches for particulate size distribution for Lotemax, and 9
batches for related impurities and 72 batches for particle size distribution for Alrex), support slightly different values for the
proposed changes for impurities and particle size distribution for each product, yet, the proposed changes and trends for the
two products are similar to each other.
The specific changes and values proposed for each of the products in this bundle are discussed and listed in the Chemistry
Review Notes section of this review, below.
16. Conclusions and Recommendations: The rationale and recalculated data provided in this bundled supplement in
support of the proposed changes are acceptable. For these reasons, from the point of view of CMC, these bundled
supplements are recommended for approval.
17. Name:
Libaniel Rodriguez, Chemist

Signature:

18. Concurrence:
Signature:
Hasmukh Patel, Branch Chief, Division VIII

Reference ID: 3420814

Date:

Date:

NDA 20-583/S-028
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Chemistry Review Notes:
Removal of drug substance process related impurities from the drug product specification.
The currently approved drug product specification includes both specified process impurities
and specified degradation impurities. The process related impurities are also included in the
current limit for total chromatographic impurities in the drug product specification sheet.
The process impurities proposed for removal from the drug product specification sheet are:
(b) (4)

These process impurities are currently controlled in the drug substance specification sheet and
will continue to be taken into account under the proposed “Total Degradation Products”
acceptance criterion in the Drug Product Specification Sheet.
This action will harmonize the two drug products in this bundled application with the ICH
standards, since under the ICH Q6A Guidance, drug substance process impurities that are
controlled in the drug substance do not need to also be specifically delineated in the drug product
specifications.
Evaluation: The effect of removal of the proposed process impurities from the drug product
specification was evaluated by recalculating the “total process related impurities” at release and
during stability for 26 batches of the drug product (Lotemax, 0.5%) studied. The results indicated
(b) (4)
that the total process related impurities were
at release and no change was
observed on the stability calculations. The results were well within acceptance criterion (Total
(b) (4)
Unknown
). Similar results were observed for the recalculation using 9 batches of the
bundled drug product (Alrex, 0.2%) in this application. Based on these recalculated results, the
proposed removal of the proposed process impurities listed above is acceptable.
Revision of Related Substances Correction Factors:
(b) (4)
The original validation of the identical HPLC procedures
(for Lotemax, 0.5%) and (b)
(4)
(for Alrex, 0.2%) contained correction factors (Cf) that were erroneously assigned to each
specified related substance, to account for the differences in response between the impurity and
the active ingredient. These factors were set equal to the relative response factors (RRF) instead if
the intended inverse of the RRF (1/RRF).

The existing data therefore was verified, reassessed and recalculated using the correct Cf value of
1/RRF. The results of this revision are shown below.

Reference ID: 3420814
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Page 3

Current and Corrected Cf values for Lotemax, 0.5% Drug Product
(b) (4)

Evaluation: The Cf values obtained through the use of the correct calculations are acceptable.
The effect of the resulting changes in Cfs on the recalculations of overall results for related
substances is shown and discussed in the next section.
Tightening of the acceptance criteria for related substances in the drug product
specification sheet.
The effect of the correction factor changes on the overall results for related substances at release,
before and after correction are shown in the tables below.
Results for Lotemax, 0.5% Drug Product.

Reference ID: 3420814
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Evaluation: All the recalculated values reported for the validation of these two HPLC procedures
are well within acceptance criteria. These results demonstrate that the methods are suitable for
their intended purpose and that any minor changes and recalculation of parameters based on
corrected Cf values do not have any adverse effect on the final results demonstrating the quality
of the drug product.
Revision and validation of method

(b) (4)

for reporting Particle Size Distribution

The reporting parameters were discussed above, the validation of the method is reported below.
(b) (4)
The particle size distribution has been performed using a
light diffraction
particle size instrument equipped with the liquid dispersion small-volume recirculator. The
(b) (4)
current instrument is a newer model
with similar operational principles.
This Particle Size Distribution Method is a USP
a precision assessment for validation.

(b) (4)

method, which requires only

Lotemax, 0.5% Drug Product
(b) (4)

Reference ID: 3420814
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---------------------------------------------------LIBANIEL RODRIGUEZ
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THOMAS F OLIVER
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Initial Quality Assessment and Triage
ONDQA Branch VI
OND Division: HFD-590 (DTOP)
NDA: 20-583 (bundled with 20-803)
Supplement: S-028
DARRTS Document Number: SDN457
Applicant: Bausch & Lomb
Letter Date: 8-23-2013
Stamp Date: 8-23-2013
ONDQA Receipt Date: delivered to CMC lead on 8-26-2013
ONDQA CMC Lead triage date: 8-27-2013
Application Type: electronic
Proprietary Name: Lotemax® (loteprednol etabonate ophthalmic suspension, 0.5%)
Established Name: loteprednol etabonate ophthalmic suspension
Dosage Form: suspension
Route of Administration: ophthalmic
Submission Type: Prior-approval supplement (PAS)
Recommended submission type: PAS
Bundled with 20-803/S-025, Alrex® (loteprednol etabonate ophthalmic suspension,
0.2%)
This bundled electronic PAS proposes changes to the drug product specifications:
 Removal of drug substance process-related impurities from the drug product
specification
 Modifications to the analytical methodology for related substances to account for
revised correction factors
 Tightening of acceptance criteria for related substances in the drug product
 Revision to the reporting parameters and acceptance criteria for particle size
distribution

Since the DS impurity control is unchanged, and the DP related substance specifications
are unchanged, pharmacology might not have to review this. However, since the product
is ophthalmologic, OND should be notified about these changes, and they should be
asked whether they would want to manage this supplement.

Reference ID: 3367487

--------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
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---------------------------------------------------DAVID B LEWIS
09/04/2013
IQA, PAS, see if clinical wants to manage
THOMAS F OLIVER
09/05/2013
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ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring, MD 20993

NDA 20583/S-028, 20803/S-026
ACKNOWLEDGEMENT -PRIOR APPROVAL SUPPLEMENT
Bausch & Lomb
Attention: Mary Harrell
Senior Manager, Regulatory Affairs
7 Giralda Farms Suite 1001
Madison, New Jersey 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/
Supplement

Drug Product

20583/S-028

Lotemax ® (loteprednol
etabonate) Ophthalmic
Suspension
Alrex ® (loteprednol
etabonate) Ophthalmic
Suspension

20803/S-026

Date of
Submission
August 23, 2013

Date of Receipt

August 23, 2013

August 23, 2013

August 23, 2013

These supplemental applications propose modifications to the drug product specifications and
analytical procedures for related substances and particle size.
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 October 22, 2013, in
accordance with 21 CFR 314.101(a). If the application is filed, the user fee goal date will be
December 23, 2013.
SUBMISSION REQUIREMENTS
Cite the application numbers 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:

Reference ID: 3367513
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Transplant and Ophthalmogy
5901-B Ammendale Road
Beltsville, MD 20705-1266
If you have questions, call me, at 240-402-3815.
Sincerely,
{See appended electronic signature page}
Navi Bhandari, Pharm.D
Regulatory Health Project Manager
Office of Office of New Drug Quality Assessment
Center for Drug Evaluation and Research

Reference ID: 3367513
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electronically and this page is the manifestation of the electronic
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