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SUBMISSION REVIEWED: Original NDA for oral solution

DRUG CATEGORY: Antimicrobial: Fluoroquinolone
INDICATIONS: Community acquired pneumonia, acute bacterial exacerbations of

chronic bronchitis, acute bacterial sinusitis, uncomplicated and
complicated skin and soft tissue infections, uncomplicated and
complicated urinary tract infections and acute pyelonephritis.

DOSAGE FORM: 25mg/mL—oral solution

DRUG PRODUCT NAME
PROPRIETARY: LEVAQUIN™ Oral Solution
NONPROPRIETARY/USAN: Levofloxacin oral solution
CHEMICAL NAME: (-)-(8)-9-fluoro-2,3-dihydro-3-methyl-1 0-(4-methyl-1-
piperazinyl)-7-oxo-7H-pyrido[1 ,2,3-de]-1,4-benzoxazine-
6-carboxylic acid
STRUCTURAL FORMULA:

Molecular Formula: CisH20F N304
Molecular Weight: 361.38
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SUPPORTING DOCUMENTS:

IND 38,368—Levofloxacin Injection

IND 36,627—Levofloxacin Tablets

NDA 20-634—Levofloxacin Tablets—approved 12/20/1996
NDA 20-635—Levofloxacin Injection—approved 12/20/1996

BACKGROUND:

This is a new drug application to provide for the use of a new oral solution
formulation of levofloxacin. This new oral solution has been developed for use in the
treatment of all approved indications for levofloxacin tablets and injections.

The application consists of a CMC (chemistry and manufacturing controls)
section for the new formulation, study reports for two bioavailability and comparative
bioequivalence studies, and study reports for two taste test studies.

Study LOFBO-PHI-116 was an open-label, randomized, single-dose, 3-way
crossover study that was used to assess the bioequivalence of an oral —
formulation of levofloxacin, an oral solution formulation of levofloxacin, and the 500 mg
marketed tablet, with the tablet formulation as the reference. Seventy-two subjects took
part in this study.

Study LOFBO-PHI-117 was an open-label, randomized, single-dose, 2-way
crossover study to evaluate the effect of food on the pharmacokinetics of an oral solution
of levofloxacin. Twenty-four subjects were used in this study.

Study LOFBO-LSTT-002 was an open-label, randomized, 6-sequence, 6-period,
crossover study to compare the overall taste and palatability of 6 varyingly flavored
levofloxacin oral  ___ sormulations. One hundred and twenty subjects took part in
this study.

Study LOFBO-LSTT-003 was a single-blind, randomized, 2-sequence, 2-period,
crossover study to compare the overall taste and palatability of 2 —_—
flavored levofloxacin oral formulations ___. and solution). Seventy-six subjects
were used in the study.

There is no microbiology involved in these studies or in this new application.

The microbiology section of the package insert is identical to that in the present
approved labeling.

CONCLUSIONS & RECOMMENDATIONS:

Since this application involves no microbiology is should be approved from the
microbiology viewpoint.
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