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Product Quality Microbiology Review

17 JUNE 2009

NDA: 22-288/N-000
Drug Product Name
Proprietary: Bepreve™
Non-proprietary: Bepotastine besilate

ophthalmic solution.
Drug Product Priority Classification: S.

Review Number: 1.

Dates of Submission(s) Covered by this Review

Letter Stamp Review Request Ass1gned to
Reviewer
12 NOV 2008 12 NOV 2008 17 NOV 2008 20 NOV 2008
03 JUN 2009 03 JUN 2009 N/A N/A
Applicant/Sponsor
Name: ISTA Pharmaceuticals®, Inc.
Address: 15295 Alton Parkway
Irvine, CA 92618
Representative: Paul Nowacki
Telephone: 949-789-3109
Name of Reviewer: John W. Metcalfe, Ph.D.
Conclusion: Recommend approval.
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NDA 22-288/N-000 Microbiology Review #1

Product Quality Microbiology Data Sheet

A. 1. TYPE OF SUBMISSION: Original NDA.

2. SUBMISSION PROVIDES FOR: A new drug product.

3. MANUFACTURING SITE: o

4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND
STRENGTH/POTENCY:
» Solution in LDPE dropper bottle.
» Topical ophthalmic.
> 1.5%.

5. M ETHOD(S)(&I? STERILIZATION: Sterile filtration followed by
4

6. PHARMACOLOGICAL CATEGORY: The drug product is indicated
for the treatment of ocular itching associated with allergic conjunctivitis.

B. SUPPORTING/RELATED DOCUMENTS: None.

C. REMARKS:
The NDA is submitted electronically in the CTD format.

As of 13 January 2009 there is no ONDQA Initial Quality Assessment in DFS.

An information request was forwarded by this reviewer to the OND project
manager for dissemination to the applicant on 15 May 2009. Following is the
information request:

A sterility assurance review of NDA 22-288 is on-going. Please address the
following comments:

» Section 4.2 of Process Validation Plan: 1.5% Bepotastine Besilate
Ophthalmic Solution (Module 3.2.P.3.3) states the following:

“A bulk solution hold study will be performed to demonstrate
that the bulk solution can be held for a predetermined length of
time (e.g. multiple days) and will meet chemistry and bioburden
specifications. The hold time for the sterile filtered bulk solution
will also be validated.”
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NDA 22-288/N-000 Microbiology Review #1

Provide the holding times and supporting data/rationale for the bulk solution
prior to filtration and the sterile solution prior to filling.

(b) (4)

The applicant amended the NDA on 03 June 2009 with responses to this
information request. The applicant responses are summarized and reviewed in
appropriate sections of this review.

File Name: N022288R1.doc
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Executive Summary

l. Recommendations

A. Recommendation on Approvability — NDA 22-288/N-000 is
recommended for approval on the basis of issues pertaining to
sterility assurance.

B. Recommendations on Phase 4 Commitments and/or
Agreements, if Approvable—Not applicable.

. Summary of Microbiology Assessments
A. Brief Description of the Manufacturing Processesthat relate to

Product Quality Microbiology - Following compounding, the bulk drug
solution is sterilized (b) @

B. Brief Description of Microbiology Deficiencies — There are no
microbiology deficiencies identified.

C. Assessment of Risk Dueto Microbiology Deficiencies— Not
applicable.

[1l. Administrative

A. Reviewer's Signature

John W. Metcalfe, Ph.D.

B. Endor sement Block

Stephen Langille, Ph.D.

C. CC Block
N/A
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