CENTER FOR DRUG EVALUATION AND RESEARCH

Approval Péckag@ for:

APPLICATI ON NUMBER:

19-384 / S-029

Trade Name: Noroxin
 Generic Name: norfloxacin
Sponsor: Merck

Approval Date: September 12, 1996



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

19-384 / S-029

CONTENTS

Reviews / Information Included in this NDA Review. |

Approval Letter X

Approvable Letter

Labeling X

Summary Review

Officer/Employee List

Office Director Memo

Cross Discipline Team Leader Review

Medical Review(s)

Chemistry Review(s)

Environmental Assessment

Pharmacology Review(s)

Statistical Review(s)

Microbiology Review(s)

Clinical Pharmacology/Biopharmaceutics Review(s)

Risk Assessment and Risk Mitigation Review(s)

Proprietary Name Review(s)

Administrative/Correspondence Document(s) X




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

19-384 / S-029

APPROVAL LETTER



ERVICES
a s ¢,
& e

WEALTH :
o 4y

&

(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

*ervesa Food and Drug Administration
Rockville MD 20857

NDA 19-384/S5-029
A 19-3 SEP 12 199

Merck & Company, Inc.

Attention: Henrietta N. Ukwu, M.D.
Director, Regulatory Liaison

P.O. Box 4, BLA-30A

West Point, PA 19486-0004

Dear Dr. Ukwu:

Please refer to your December 8, 1995 supplemental new drug application submitted under
Asection 505(b) of the Federal Food, Drug, and Cosmetic Act for Noroxin® (norfloxacin) Tablets.

The supplemental application provides for revisions to the CONTRAINDICATIONS,
WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS sections of the package insert
in accordance with the Divisional letter dated June 2, 1995, to all quinolone NDA holders.

We have completed the review of this supplemental application and have concluded that
adequate information has been presented to demonstrate that the drug is safe and effective for use
as recommended in the August 1995, “ 7898524", final printed labeling submitted December 8,
1995. Accordingly, the supplemental application is approved effective on the date of this letter.

However, at the next printing, revise the CONTRAINDICATIONS section to read:

T TTTTTTTT TT OTT OTTTT OATTTTTTITTT QT Tk Ld

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81. '
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If you have any questions, please contact Ms. Frances V. LeSane, Project Manager, at (301)
827-2125.

Sincerely yours,
David W. Feigal, Jr.,
Acting Director

Division of Anti-Infective Drug Products
Office of Drug Evaluation IV

Center for Drug Evaluation and Research

g‘. /7 §

.D., M.P.H.
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' ‘MERCK&CO.,INC
i West Pemt PA 19486 USA

TABLETS

NO ROXIN®

(NORFLOXACIN)

‘ DESCRIPTION
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PROJECT MANAGER'S REVIEW OF LABELING
NDA NUMBERS: NDA 19-384/S-029
DATE OF SUBMISSIONS: December 8, 1995

SPONSOR: Merck & Co., Inc.
West Point, PA  19486-0004
‘ Abbott Park, IL 60060-3500

DRUGS: NOROXIN®(norfloxacin)
DOSAGE FORM: Tablets

Description of Submission: On June 2, 1995, the Division issued a letter to all quinolone
holders requesting that the CONTRAINDICATIONS,
WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS
sections of their package insert be revised to include information
about the association of tendinitis and/or tendon rupture and
fluroquinolones. The final printed labeling was revised as follows:

CONTRAINDICATIONS:

This section has been revised to read: "NOROXIN (norfloxacin) is contraindicated in persons
with a history of hypersensitivity, tendinitis, or tendon rupture associated with the use of
norfloxacin or any member of the quinolone group of antimicrobial agents."

The revision is not acceptable. However, at the next printing, this section should be revised to
read: ‘

R e T

WARNINGS:

This section has been reorganized, and a new paragraph added as follows:
Paragraph 1: The information on the use of the product in children
Paragraph 2-3: CNS information

Paragraph 4:  Anaphylactoid or anaphylactic reaction information

Paragraph 5-7: Pseudomembranous colitis information
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Paragraph 8:

~_/

These revisions are acceptable.

PRECAUTIONS
Information for Patients

The following new phrase has been added under the heading "Patients should be advised:"

"- to discontinue treatment and inform their physician if they experience pain, inflammation, or
rupture of a tendon, and to rest and refrain from exercise until the diagnosis of tendinitis or
tendon rupture has been confidently excluded."

The revision is acceptable.

ADVERSE REACTIONS
Post Marketing

Musculoskeletal "Tendon rupture" has been added to the list of adverse events under this
heading.

The revision is acceptable.

Recommendation: An approval letter should be issued informing the applicant that the FPL
dated August 1995 (7898524) is approved.

However, at the next printing, revisions to thé CONTRAINDICATIONS
section of the package insert should be made.

&
.// RS :
Frandés V. LeSane
Project. Manager
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