Avoxin®

Levofloxacin
DESCRIPTION:

Levofioxacin is a synthetic broad spectrum antibacterial agent for oral and intravenous administration, chemically, levefloxacin, a
chiral flucrinated carboxyquinolane, is the pure (-}-(S)-enantiomer of the racemic drug substance ofloxacin. The chemical name
is (-}-18)-9-fluora2,3-dihydro-3-methyl-10-i4-methyi-i-piperazinyl)-7-0x0-7H-| -pyridof!,2,3-de)-1#-benzoxazine-5-carboxylic acid
hemihydrate.
MICROBIOLOGY.
Levcfloxacin is the L-islomer of the racemate. ofioxacin, a agent. The antil activity of
resides primarily in the L-i isomer. The mechanism of action of levoflaxacin and other flucroquinclone antimicrobials involves
inhib of bacterial & 1V and DNA gyrase (both of which are type Il topoisomerases), enzymes required far DNA
repair and ion.
Levofloxacin has in vitro activity against a wide range of gram negative and gram-positive microsrganisms. Levofioxacin is often
bactaricidal at concentration equal to or slightly greater than inhibit tory concentrations.
Fluoroquinelones, including levofioxacin, differ in chemical structure and mode of action from aminoglycosides, macrolides and
B-lactam antibiotics, including penicillins. Fluoroquinclones may, therefore, be active against bacteria resistant to these
antimicrobials
Resistance to levofloxacin due o spontaneous mutation in vitre is a rare occurrence (range: 10-9 to 10-10). Although cross
resistance has been observed between levoflaxacin and some other some mi resistant to other
fluoroquinolones may be susceptible to levofloxacin.
Levofloxacin has been shown to be active against most strains of the following microorganisms both in vitro and in clinical
infections as described in the INDICATIONS AND USAGE section
Aerobic gram-positive microorganisms.
Enterococous faecalis (many strains are only moderately susceptible)
higillin-st ible strains).
icilli Ible strains)

P r
Staphylocaccus saprophyticus

ing multi-drug resistant strains (MDRSP))

Streptococcus pyogenes.
*MDRSP (multi-drug resistance Streptococcus pneumoniae) isolales are strains resistant to two or more of the following
antibiotics: penicillin (MIC > 2 pg/mL), 2nd generation cephalosporins, e g, cefuraxime, macrolides. tetracyclines and
trimethoprim/sulfsmethoxazole.
Aerublc gram-negative microorganisms.

cloacae, Hi P coli, Klebsiella pneumoniae, Proteus
miraofiis, i L Serratia
As with other drugs in this class, some strains of Pseudumcnas aeruginosa may develop resistance fairly rapidly during treatment
with levofioxaci
QOther microorganisms
Chlamydia pneumaniae
Mycoplasma pneumoniae
Levofloxacin has been shown 1o be active against Bacillus anthracis both in vitro and by use of plasma levels as a surrogate maker
in a rhesus monkey model for anthrax [post-exposure).
The fallowing in vitro data are available, but their clinical significance is unknown.
Levofloxacin exhibits in vitro minimum inhibitery cancentrations (MIG values) of 2 pg/ml or less against most (=90%) strains of the
lnllnwlng microorganisms; howaver, the safety and effectiveness of levefloxacin in treating clinical infections due to these
microerganisms have not been eslabhshed in adequate and well- cnntmnea trials.

Aerobic g P rrm:r (Group CIPF), Streptococcus (Group G,
mmari. Viridans group strepmconcv‘.

Aerobic g gati 4 if, il Iwoffil, Bi Ci

freundii,

Klebsiella oxytoca, Morganelia morganﬂ Pantoea |Enterobacten
agglomerans, Proteus vulgana Providencia retigeri, Citrobacter (diversus) koseri, Pi ia stuartii,

fluorescens.

Anagrobic gram-positive microorganisms: Clostriduim perfringens

INDICATIONS AND USAGE:

To reduce the development of drug-resistant bacleria and maintain the effectiveness of Avoxin® {levofloxacin) and other
antibacterial drugs, levefloxacin shauld be used only to treat or prevent infections that are proven or strongly suspected to be
caused by susceptible bacteria. When culture and susceplibility information are available, they should be considered in selecting
or modifying antibacterial therapy. In the absence of such data, local epidemiology and susceptibility patterns may contribute to the
empiric selection of therapy.

Avoxin® Tablets are indicated for the treatment of adults (+18 years of age) with mild, moderate and severe infections caused by
susceptible strains of the designated microorganisms in lhe cond:tmns st!ed below.

Acute bacterial sinusitis due 1o

I or
Acute bacterial of chronic due to aureus, St iae, F

F or

due to i aureus, Ps 8Eﬂ-’gmusa. Serratia marcescens,

a coli, H or adjunctive lherapy should be
usadas clinically indicated. Where Peeudomonas aeruginosa is a d d-or pathogen, i therapy with
an ant B-lactam is
Community-acquired due to pt reus, multi-drug-resistant
strains (MDHSF)- 2] p Klebsiella catarrhails, Ci

m oF

-MDRSP(mqu drug resistant Slrepiucm:cus pneumoniae) isolates are strains resistant to two or more of the following antibiotics:
penicillin (MIC =2 pg/ml), 2nd generation cephalosporins, eq: cefuroxime, macralides, tetracyclines and trimethoprim/

sulfamethoxazole.

‘Complicated skin and skin

Streplococcus pyagenes, or Proteus mirabills.

Uncomplicated skin and skin structure infections (mild to moderate) including abscesses, cellulitis, furuncles, impetigo, pyaderma,

wound infections, due 1o Stap ‘aureus, or

Chronic bacterial prostatitis due to Escherichia coli, Enfemr:aucus faecalis, or Staphylococcus epidermidis.

due to ptible aureus, Enterococcus faecalis,

Complicated urinary tract infections (mild to moderate) due to faecalis, cloacae, coli,
Klebsielia pneumoniae, Proteus mirabilis, or Pseudemonas aeruginosa.
Acute itis (mild to caused by ia coli.
Uncomplicated urinary tract infections (mild to moderate} due to coli, Kiebsieli: or
saprophyticus.
anthrax (post: To prevent the development of inhalational anthrax following exposure to Bacillus

to the ation of any anti agent.
Treatment with antibacterial agent alters the normal flora of the colon and may parmit overgrowth of clostridia. Studies indicate that
a toxin produced by Clostridium difficile is one primary cause of "antibiotic-associated colitis"
After the di: is of colitis has been i therapeutic should be initiated Mild cases of
pseudomembranous colitis usually respond to drug discontinuation alone In moderate to severe cases, consideration should be
given to management with fluids and el Iytes, protein ion, and with an anti lal drug clinically
effective against C. difficile colitis. (See adverse reactions).
Tendon Effects: Ruptures of the shoulder, hand, Achilles tenden, or ciher tendons that required Surgical repair eor resulted in
pralonged disability have been reported in patients receiving quinolones, including levofioxacin. Post- -marketing surveillance
reports indicate that this risk may be increased in patients receiving concomitant corticosteraids, espesially the elderly
Levofloxacin should be discontinued if the patient experiences pain, inflammation, or ruptura of a tendon. Patients should rest and
refrain from exersise until the diagnosis of tendenitis or tendon rupture has been confidently excluded Tendon rupture can accur
during or after therapy with quinolones, including levofloxacin
PRECAUTIONS:
General
Prescribing levofloxacin in the absence of a proven or strongly suspected bacterial infection or a prophylactic indication is unlikely
to provide benefit to the patient and i the risk of the pment of drug-resistant bacteria
Although levofioxacin is more soluble than other quinclones, adequate hydration of patient receiving levofloxacin should be
maintained to prevent the formation of a highly concentrated urine.
Administer levofioxacin with caution in the presence of renal insufficiency. Gareful clinical observation and appropriate laboratory
studies should be periormed prior to and during therapy since elimination of levofioxacin may be reduced. In patients withimpaired
renal function (creatinine clearance <50 mLimin), adjustment of the dosagse regimen is necessary to avoid the accumulation of
due to . Modi o severe i have been cbserved in patients exposed to

direct sunlight while receiving drugs in this class. Excessive exposure to sunngm should be avoided. However, in clinical trials with
levofloxacin, phatatoxicity has been observed in less than 01% of patients. Therapy should be discontinued if photoxicity (e.g, skin
eruption) oceurs. As with other quinolones, levofloxacin should be used with caution in any patient wih & known or suspected CNS
disorder that may predispose to seizure or lower the seizure threshold (e.g, severe cerebral arteriosclerosis, epilepsyl or in the
presence of other risk factors that may predispose to seizure threshold (e.g, certain drug therapy, renal dysfunction). (See
WARNINGS and DRUG INTERACTIONS),

__As with other quinelones, disturbances of blaod glucose, including symptomatic hyper- and hypnqucgm:a have been repaorted,
usually in diabetic patients receiving concomitant treatment with an oral t ia agentie.g, gly ida) or with
insulin. In these patients, careiul monitoring of blood glucose |5 recnmmsnded I a hypoglycemic reaction occurs in a patient being

treated with levofioxacin, levofloxacin should be di and therapy should be initiated immediately.
(See DRUG INTERACTIONS and ADVERSE REACTIONS),
Torsades de pointes: some including 1 have been with 0 of the QT interval on the

electrocardiogram and infrequent cases of arrhythmia, Rare cases of torsades de pointes have been spontaneously reported
during post-marketing surveillance in patients receiving quinolones, including levefloxacin. Levofloxacin should be avoided in
patients with l"lcwn prolongation of the QT interval, patients with uncorrected hypokalemia, and patients receiving class 1A
{guinidine, ide), or class Il e, sotalol) antiarrhythmic agents,

As with any potent ial drug, periodic of argan system functions, including renal, hepatic, and hematopoistic,
is advisable during therapy. (See WARNINGS and ADVERSE REACTIONS.)

Information for Patients:

Patients should be advised:

» Patients should be counseled that antibacterial drugs including Levofloxacin should anly be used to treat bacterial infections.
They do not treat viral infections (e g, the common cold). When Levofloxacin is prescribed to treat a bacterial infection, patients
should be told that although it is common to feel better early in the course of therapy, the medication should be taken exactly as
directed. Skipping doses or not completing the full course of therapy may (1) decrease the effecti of the | i

and (2} increase the likelihood that bactaria well develop resistance and will not be traatable by Levofloxacin or other antibacterial
drugs in the future;

= that have been with | use. i sympt of peri neuropathy including pain,
burning, tingling, numbness, and/or weakness develop, they should discontinue treatment and contact their physicians;

« 1o drink fluids liberally;

« that antacids containing magnesium, or aluminum, as well as sucralfate, metal cations suchas. iron, and multivitamin preparations
with zinc or didanosine should be taken at least two hours before or two hours after oral levofloxacin administration. (See DRUG
INTERACTIONS);

« that levofloxacin oral tablets can be taken without regard to meals;

« that levafloxacin may cause neurologic adverse effects (e g, dizziness, lightheadedness) and that patients should know how thay
react to levofloxacin before they operate and automobile or machinery or engage in other alivities requiring mental alertness and
coordination. {See WARNINGS and ADVERSE AEACTIONS),

+ 1o discontinue treatment and inform their physician if they experience pain, inlammation, or rupture of a tendon, and 1o rest and
refrain from exercise until the diagnosis of tendonitis er IErldDrl rupture ha been confidantly excluded;

« that | may be i with hyps jons, even following tha first dose, and to discontinue the drug at
the first sign of a skin rash, hives or other skin i difficulty in ing or breathing, any swelling

hi il

, a rapid

suggesting angioedema (e.g, swelling of the lips, tongue, face, tight of the throat, . or other Pl of an allergic
reaction. (See WARNINGS and ADVERSE REACTIONS); = o RS
- to avoid excessive sunlight or artificial light while iving levofl and to di therapy if pt ylie,
skin eruption) ocours;

= that if they are diabetic and are being treated with insulin or an oral hypogl ic agent and a hypogly reaction oceurs, they

should discontinue levofloxacin and consult a physician. (See PRECAUTIONS General and Drug Interactionsk

» that cencurrent administration of warfarin and levofl in has been with of the i
Ratie (INR) or prothrombin time and clinical episodes of bleeding. Patients should notify their physician if they are taking warlarin;
« that convulsions have been reported in patients taking quinolones, including levofloxacin, and fo notify their physician before
taking this drug if there is a history of this conditian.

Drug Interactions.

Antacids, Sucralfate, Metal Cations, Multivitamins.

While the chelation by divalent cations is less marked than with other concurrent of I in tablets
with antacids containing magnesium, or alummum as weu as sucralfate, metal cations such as iron, and multivitamin preparations
with zinc may interfere with the i of in, resulting in systemic levels considerably lower than
desired. Tablets with antacids containing magnesium, aluminum, as well as sucraliate, metal calions such as iron, and
multivitamins preparations with zinc or didanosine may substantially imerfere with the b ion of | in,
resulting in-sysiemic levels considerably lower than desired. These agents should be taken at least two huuls befare or twa hours
after levofloxacin administration.

(See DOSAGE AND ADMINISTRATION and ADDITIONAL INFORMATION-INHALATIONAL ANTHRAX),
Levofloxacin has not been tested in human for the post-exposure prevention of inhalational anthrax. However, plasma
concentrations achieved in humans are reasonably likely to predict efficacy.

Appropriate culture and susceptibility tests should be performed before treatment in order to isclate and identify

No effect of on the plasma concentrations, AUC, and other disposition parameters for
:heophryllme was detected in a clinical study involving 14 healthy volunteers. Similarly, no apparent effect of theaphylline on
levofioxacin absorption and disposition was observed. However, concomitant administration of other quinolones with theophylline
has resulted in prolonged elimination half-life, elevated serum theophylline levels, and a subsequent increase in the risk of

causing the infection and lo determine their susceptibility to Levofloxacin. Therapy with Levofioxacin may be initiated before
results of these tests are known, once results become available, appropriate therapy should be selected.
As with ulherdrugs in this class, some strains of Pseudomonas aeruginosa may develop resistance fairly rapidly during treatment

heophylli lated adverse in the patient population. Therefore, theaphylline levels should be closely monitored and
appropriate dosage adjustments made when levofloxacin is co-administered. Adverse reactions, including seizures, may occur
with or without an elevation in serum theophylline levels (See WARNINGS and PRECAUTIONS: General)
Warfarin: No significant effect of levofioxacin on the peak plasma concentrations, AUC, and other dispo

on parameters for R-
and S- warfarin was detected in a clinical study involving healthy velunteers. Similarly, no apparent effect of wararin on

in absorplion and disposition was observed. There have been reports during the posi-marketing experience in patients
rhat levofloxacin enhances the effects of warfarin. Elevations of the prethrombin time in the setting of concurrent warfarin and

with Li Culture and ility testing performed periodically during therapy will provide information abaut the
continued ibility of the path to the antil agent and also the possible of bacterial i
CﬂNTFlAINDIcATlONS:

Levefioxacin is contraindicated in persons with a history of hypersensitivity to Levofioxacin or agents.
WARNINGS:

THE SAFETY EFFICAY OF LEVOFLOXACIN IN PEDIATRIC, ADOLESCENTS (UNDER THE AGE OF 18 YEARS), PREGNANT
WOMEN, AND NURSING WOMEN HAVE NOT BEEN ESTABLISHED. (See PRECAUTIONS. Pediatric Use, Pregnancy, and Nursing
Mothers subsections)
In immature rats and dogs, the oral and i istration of | resulted in increased osteachondrosis.
Hislopathological il of the weight-bearing joints of dogs dosed with levofloxacin revealed persistent lesions
of the cartilage. Other fluoroquinolones also produce similar erosion in the weight bearing joints and other signs. ofanhmpamy in
immature animals of various species. The relevance of these findings to the clinical use of | in is unknown. Co
and toxic psychoses have been reported in patients receiving quinalones, including levofloxacin. Quinolones may also cause
increased intracranial pressure and central nervous system stimulation which may lead to tremors, restlessness, anxiety,
lightheadedness, confusion, hallucinations, paranoia, depression, nightmares, insomnia, and, rarely, suicidal thoughts or acts.
Theses reactions may accurfollowing the first dose. If these reactions occur in patients receiving levofloxacin, the drug should be
discontinued and appropriate measures instituted. As with other quinolones, levofloxacin should be used with caution in patients
with a known or suspected GNS disorder that may predispose 1o seizures or lower the seizure threshold (e.g, certain drug tharapy,
renal dysfunction.) (See PERCAUTIONS and ADVERSEREACTIONS)
Scnuus and occasionally fatal hypersensitivity andturanaphylacuc reactions have been reparted in patients receiving therapy wlth
, including Tevofl These often occur following the first dose Some

use have been associated with episodes of bleeding Prothrombin time, !memarlona\ Nermalized Ratio (INR), or other
fl is ntly with warfarin. Patients

suitable anticoagulation tests should be closely monitored if
should be monitorad for evidence of bleeding.
Cy ine: No signi effect of on the peak plasma concentrations, AUC, and other disposition parameters for
cyclosporine was detected in a clinical study involving healthy volunteers. However, elevated serum levels of cyclasperine have
been reported in the patient population when co-administered with some other quinalones. Levofloxacin Gmax and Ke were
slightly Iuwer wmla ‘Tmax and /2 were slightly longer in the presence of cyclesporine than those observed in other studies without
ion. The diff , however, are not considered 1o be dlinically significant. refore, no dosage adjustment
is required for levofloxacin or cyciosporine when administered concomitantly.
Digoxin: No significant effect of levofloxacin on the peak plasma cor AUG, and other di s fordigoxin
was detected in a clinical study invalving healthy volunteers Levofloxacin absorption and disposition kinetics were si the
presence or absence of digoxin. Therefore, no dosage adjustment for levofloxacin or digoxin is required when administered
concomitantly.
Pr id and Ci No effect Probenecid or Cimetidine on the rate and extent of levofloxacin absorption was
observed in a clinical study invelving healthy volunteers. The AUC and t1/2 of levofloxacin were: 27- aa % and 30% higher, respectively,
while CL/F and CLR were 21-35% lower during with prob or d to levofloxacin

by cardiovascular collapse, hypulens:untshonk, selzurE loss o[ , tingling,
throat, or facial ed g), airway ol , shortness of breath, and acute respiratory distress),
dyspnea, urlicaria, itching, and other serious skin raaunnns Levofloxacin should be discontinued immediately at the first
appearance of a skin rash or any sign of hypersensitivity. Serious acute hypersensitivity reactions may require treatment with
epinephrine and other resuscitative measures, including oxygen, intravenous fuids, antihistamines, corticosteroids, pressor
amines, and airway management, as clinically indicated. (See PERCAUTIONS and ADVERSEREACTIONS),

Serious and sometimes fatal events, some due lo hypersensitivity, and some due 1o uncertain eticlogy, have bean reported rarely in
patients receiving therapy with quinolones, including levofloxacin. These events may be serve and generally oceur following the
administration of multiple doses. Clinical mamfes\auans may include one or more of the following: fever, rash or severe
dermatologic reactions (e.g. toxic epidermal t Joh litis; arthralgia, myalgia, serum sickness,
allergic pneumonitls; interstitial nephritis. acute renal |n5u|fc\ency or failure; hepalms Jaundice; acute hepatic necrosis urral\ure,
anem;a. |m:1ud|ng hemolylic and aplastic; throl , including purpura; leuk

agr ia; andior other lities. The drug should be i at the first

pen
bi red i

alone. Although these diff were the changes were not high enough te warrant dosage adjustment for
have been in when or is co
ing tongue, iaryngeal N teroidal anti- drugs: The nt administration of a non-steraidal anti-inflammatory drug with a

quinolone, including levofloxacin, may increase the risk of GNS stimulation and convulsive seizures. (See WARNINGS and
PRECAUTIONS: General)

Antidiabetic agents: Disturbances of blood glucose including hyperglycemia and hypoglycemia, have been reported in patients
treated itantly with quinok and an ic agent. Therelore, careful manitoring of blood glucese is recommended
when theses agents are co-administered.

Interaction with Laboratory or Diagnostic Testing: Seme quinolones, including levofloxacin, may produce false-positive urine
screening resulls for opiates using commercially available immuncassay kits. Confirmation of positive opiate screens by mare
specific methods may be necessary.
¢ :

it of Fertility
In a lifetime bioaszay in rats, levofioxacin exhibited no carcinogenic potential following daily dietary administration for 2 years; the
highest dose (100 mg/kg/day) was # times the highest recommended human dose (750 mgl based upon relative body surface area.

appearance of a skin rash or any other sign of hypersensitivity and supportive measures instituted. (See PRECAUTIONS:
Information for patients and ADVERSE REACTIONS)
Peripheral Neumpalhyw Flare cases n( sensory or sensorimotor axonal

Le did not shorten the time to tumor development of UV-induced skin tumors in hairless albing (Skh- -1) mice at any
levofloxacin dose level and was therefore not photo carcinogenic under conditions of this study. Dermal levofloxacin
concentrations in the hairless mice ranged from 25 to 42 pgfg at the highest levofloxacin dose level (300 mg/kgiday) used in the

polyneuropathy affecting small andler Iange sxons photo study. By , dermal or in human subjects receiving 750 mg levofioxacin

resulting in p and have been reported in patients iving averaged tely 118 pofg at Gmax.
including levofloxacin. Levofloxacin should be if the patient i of neuropathy including pain,
burning, tingling, numbness, and/or ' or ather a i of sensation i g light touch, pain, temperature, position
sense, and vibratory sensation in order to prevent the d. DI of an diti
Pseudomembranous colitis has been reported with nearly all ar agents, and may range in
severily fram mild to life-threatening. Therefore, it Is important to consider this diagnosis in patients who present with diarrhea
Levofloxacin was not mutagenic in the following assays- Ames bacterial mutation assay (S fyphimurium and E ;nm‘ CHOMGPRT  Patients with Normal Renal Funclion g
forward mutation assay, mouse micronucleus test, mouse dominant lethal lest, rat unscheduled DNA synthesis assay, and Y.he Infectiont 4 Unit Dose  Freq  Duration2 Daily Dose
mause sister chromatid exchange assay It was positive in the in vitro chromosomal aberration (CHL cell line) and sister chromatid ~ Comm. Aequired Pneumania 500 mg q24n  7-14 doys 500 mg
exchange (CHLAU cell \mel assays. Comm. Acquired Preumania 750mg3 q24h  Sdays 750 mg
L il in caused no of fertility or in rats al cral doses as high as 380 moikgiday, Mosocomial Pneumonia 750 mg q2éh  7-14 days 750 mg
carrespnndmg to 4.2 times the hlqhesl recommended human dose based upon relative body surface area and intravenous doses  Asute Bacterial Sinu 500 mg q24h 101 days 500 mg

1012 times the highest recommended human dose based upon relative body surface area.  Acute Bacterial Sirusitis 750 mg g24h  Sdays 750 mg

y: T ic Effects. Pregnancy Category C. Complicaied $551 7sOmg  q2h  T-l4days 750 mg

Lewonnncm was not teralogenic in rals al oral doses as high as 810 mg/kg/day which corresponds to 84 times the highest  Acute Bacterial Exacerbation o
recommended human dose based upen relative body surface area, or at intravenous doses as high as 160 mg/kg/day correspond-  of Chronic Bronchitis 500 mg q24n z:::f i mg
ing 1o 18 times the highest recommended human dose based upon relative body surface area. The oral dose of 810 mg/kgiday to  Uncamplicated SSSI " 500 mg q24h  7-10days SWmg
rats caused decreased fetal body weight and increased fetal mortality. No teratogenicity was observed when rabbits were dosed  Chronic smu_ﬂ Prostatitis 500 mg q24h  2Bdays = :g
orally as high as 50 mgrkgfday which corresponds to 11 times the highest recommended human dose based upon relative body ~ Gomplicated UTI . 250 mg q2dh  Wdays 2 a
surface area, or when dosed intravenously as high as 25 mg/kg/day, corresponding to 05 times the highest recommended human  Acule pyelonephritis 250 mg q2ah |1n days 250 mg
dose based upon relative body surface area. . Uncomplicated UTI 250 mg q2¢h  3ddays 250 mg
There are, however, no adequate and well-controlled studies in pregnant women. Levofloxacin should be used during pregnancy  inhalational anthrax
only if the potential benefit justifies the potential risk lo the felus. (See WARNINGS) Ipost-exposure) Adultsd 5 500 mg q24h 60 days5 500 mg

Mursing Mothers ‘
Levofloxacin has not been measured in human milk. Based upon data from ofl it can be that lew: will be
excreted in human milk. Because of the potential for serious adverse reactions from levofloxacin in nursing infants, a decision
shauld be made whether to discontinue nursing or o discontinue the drug, taking inte account the impartance of the drug to the
mother.

Pediatric Use »

Safety and effectiveness in pediatric patients and adolescents below the age of 18 years have nol been aslahhsh'e.dl. Qu‘\nninnea

1DUE TO THE DESIGNATED PATHOGENS (See INDICATIONS AND USAGE)
25equential therapy (intravenous 1o aral) may be instituted at the discretion of the prvysu:lan
3Efficacy of this alternative regimen has been demonstrated to be effective ft caused by P
ing MORSP), ! and Ci
neumoniae.
fnmg administration should begin as soon as possible after suspected or conﬁlmed exposure lo aerosolized B.anthracis. This
lion is based on a endpoint. L in plasma achieved in humane are reasonably likely to

including cause and in juvenile animals of several species. (See

Geriatric Use

It was reported in clinical trials, 1190 levofloxacin-treated patients (25%) were >65% years of age. Of these, 675 patients (14%) were

between the ages of 65 and 74 and 515 palients (11%) were 75 years or older. No overall diff S in safety or were

obsarved between these subjects and younger subjects, but greater sensitivity of some older individuals cannot be ruled out.

Elderly patients may be more susceptible to drug-associated efiects on the QT interval. Therefore, precaution should be taken

when using levofioxacin with concomitant drugs that can result in prolongation of the QT interval (eg. class IA or gﬂass L ;

antiarrhythmics) or in patients with risk factors for Torsades de points (e.g known QT uncorrected hypok (See

PRECAUTIONS: GENERAL: Torsades de points).

The pharmacokinetic prcpemas ul levofloxacin in younger adults and elderly adults do not differ significantly when creatinine

is taken into However since the drug is known to be substantially excreted by the kidney, the risk of foxic

reactions to this drug may be greater in patients with impaired renal functian. Because elderly patients are more likely ta have

decreased renal function, care should be taken in dose selection, and it may be useful to monitor renal function.

ADVERSE REACTIONS:

The incidence of drug-related adverse reactions in patients during clinical trials conducted in Nu.nh America was 67% Among

patients receiving levofolxacin therapy, 41% discontinued levofloxacin therapy due {o adverse experiences. b ‘

In all dlinical trials, the overall incidence, type and distribution of adverse events was similar in patients receiving levofloxacin

doses of 750 mg once daily, 250 mg once daily, and 500 mg once or twice daily.

In elinical trials, the following events were considered likely to be drug-related in patients receiving levofloxacin:

nausea 15%, diarrhea 12%, vaginitis 05%, i insomnia 04%, abdominal pain 04%, flatulence 0.2%, pruritus 0.2%, dizziness 03%, rash 0.3%,
ia 0.3%, genital ili 1%, iasis 02%, taste pe 02%, vomiting 0.3%, constipation 01%, fungal infection 01%,

genital pruritis 01%, headache 02%, 0%, rash Ot%, urticaria 01%, anorexia 03.‘&_ somnolence 01%,

agitation 01%, rash maculo-papular (<01%), dry mouth 02%, tremor 01%, condition aggravated 01%, allergic reaction 01%.

In clinical trials, the following events occurred in > 3% of patients, regardiess of drug relationship:

Nausea 68%, headache 58%, diarrhea 54%, insomnia 4.6%, constipation 31%.

In clinical trials, the following events occurred in 11to 3% of patients, regardless of drug relationship 3 : .

Abdominal pain 25%, dizziness 24%, vomiting 24%, dyspepsia 23%, vaginilis 13%, rash 4%, chest pain 12%, pruritis 12%, sinusitis 1%,

dyspnea 13%, fatigue 12%, flatulence 12%, pain 13%, back pain 12%, rhinitis 12%, pharyngitis 11%.

In clinical trials, the following events, of potential medical importance, occurred at rate of 01% to 09%, regardless of drug

relationship:

predict clinical benefit. : ;
5The safety of levofloxacin in adults for durations of therapy beyond 28 days has not been studied Prolonged levofloxacin therapy
in adults should only be used when the benefil outweighs the risk.

Patients with Impaired Renal Function

Renal Status Initial Dose Subsequent Dose

Acute Bacterial ul Chronic Br is/Comm, Acquired F Bacterial
SSSliChronic Bacterial ional Anthrax (post-expi

CLen from 50 to B0 ml/min No dosage adjustment required L

Cles from 20 to 49 mUmin 500 mg 250 mg q24h

Cler from 10 to 19 mimin 500 mg 250 mg q48h

Hemodialysis 500 mg 250 mg g48h

CAPD 500 mg 250 mg q48h

C i omm. Acquired Preumania/Acute Bacterial Sinusitis

CLca from 50 to 80 miimin No dosage adjustment required

CLcn from 20 to 49 mlimin 750 mg 750 mg q48h

CLea from 10 to 19 muimin 750 mg 500 mg g48h
Hemeodialysis 750 mg 500 mg q4Bh
CAPD 750 mg 500 mg g48h
[ UTliAcute Py phriti

CLer>20 mlmin No dosage adjustment required
ClLen from 10 1o 18 miimin 250 mg 250 mg g48h
Uncomplicated UTI No dosage adjustment required

CLen=creatinine clearances
CAPD=chronic ambulatory peritoneal dialysis
When only the serum creatinine is known, the following formula may be used to estimate creatinine clearance:
Mean:Creatinine Clearance (mlfmin)= Weight (kg) = (140-age}
72 + serum creatinine (mgidl

Women: 085+ the value calculated for men

Body as a Whole — General Disorders- Ascites, allergic reaction, asthenia, edema, fever, hi hot flaghes; i '
symploms, leg pain, malaise, rigors, substernal chest pain, syncope, multiple organ failure, changed temperature sensation,
withdrawal syndrome

Cardiovascular Disorders, General: Cardiac failure, hypertension
cantral and Peripheral Nervous System Disorders-: Ci

postural b

pel
. stupor, temor, vertigo,

The:serum i should a steady state of renal function.

Patient Information About

Avoxing@ (levofloxacin) Tablets 250 mg Tablets, 500 mg Tabiets, and 750 mg Tablets

This leaflet contains imporant information aboul Avoxin@ (levofloxaciny, and should be read complstely before yau hggm
This leaflet dose not take the place of discussions with your doctor or health care professional about your medical

¥ muscle cor migraine, paralysis, spr
gail, leg cramps, intracranial hypentension, ataxia 2in
Gastri i System Disord Dry mouth, jitis, gaslritis, gastroesophageal reflux, G.l. hemorrhage,

glossitis, intestinal obstruction, pancreatitis, longue edema, melena, stomatitis
Hearing and Vestibular Disorders: Earache, ear disorder NOS, tinnitus
Heart Rate and Rhythm I:hsordars Almﬁhmia, arrhythmia vemncu!an atrial fibrillation, braﬂycardla. cardiac arrest, ventricular
fibrillation, heart block, palipif
Liver and Biliary System Discrders: Abnormal hepatic fum:tmn cholecystitis, cholelithiasis, hepnhc enzymes increased, hepatic
failure, jaundice

and i ;
hyperglycemia, hyperkalemia,
increase, weight decrease - a2
Musculo-Skeletal System Disorders: Arthralgia, anthritis, arthrosis, myalgia, osteomyelitis, skeletal pain, synovitis, tendonitis,
tendon disorder e !
Myo, Endo, Pericardial and Valve Disorders. Angina pectoris, myocardial infarction

thirst, Y

abnormality, fluid overload, gout,
i in nitrogen

Other Special Senses smia, taste
Platelet, Bleeding and Clotiing Disorders: Hematoma, epistaxis, prothrombin decreased, pulmonary embolism, purpura,
thrombocytopenia

condition or your treatment. This leaflet does not list all benefits and risks of Levofloxacin. The mafii ne described here can be

prescribed only by a licensed health care professional i you have any questions about Avoxin® talk 1o your health care

professional. Only your health care professicnal ¢an determine if Avoxin® is right for you.

What is Avoxin®?

Avoxin® |s a quinolone antibiotic used to treat lung, sinus, skin, and urinary tract infections cnt:used by certain germs called

bacteria. Avoxin® kills many of the types of bacteria that can infect the lungs, sinuses, skin, and urinary tract and has been shown

in a large number of clinical trials to be safe and effective for the treatment of bacterial infections. et

Sometimes viruses rather than bacleria may infect the lungs and sinuses tfor example the common cold). Levofloxacin, like ather

antiblotics, does not kill viruses. g o

‘You should contact your health care professional if you think that your condition is not improving while taking Levefloxacin

How and when should | take Avoxin®?

Levofioxacin should be taken once a day for 3, 5, 7 10, 14 or 28 days depending on your preseription. Avoxin® Tablets should be

swallowed and may be taken with or without food. Try to take the tablet at the same time each day and drink fiuids liberally.

‘You may begin 1o feel better quickly, however, in order to make sure all bacteria are killed; you should complete the 'uJI_CDuvse of

medication. Do not take mare than the prescribed dose of Levofloxacin even if you missed a dose by mistake. You shouid not take

a double dose.

Who should not take Levofloxaci .

You should not take Levofloxacin if you have ever had a serve allergic reaction 1o any of the group of antibiotics kﬂnw,",us
such as i Serious and i tatal allergic reactions have been reported in patients receiving

2

Psychiatric Disorders. Abnormal dreamlng‘ agitation, anorexia, anxiety,
paroniria, sk

Red Blood Cell Disorders: Anemua

Reproductive Disorders. Dysmencrrhea, leucorrhea 8 # : 5

Resistance Mechanism Disorders: Abscess, bacterial infection, fungal infection, herpes simplex, moniliasis, otitis media, sepsis,

infection

Respiratory System Disorders. Airways obstruction, asthm:

chranic airway

therapy with quinolones. including Levofloxacin

If you are prEgnart or are planning to become pregnant while taking Levofloxacin, talk to your health care professional before
taking this medi: L in Is not rex d for use during pregnancy or nursing, as the effects on the unborn child
or nursing infant are unknown.

Levofioxacin is not recommended for children.

What are possible side effects of Levofloxacin?

L is generally well wlerateci The mnst common side effects caused by Levofloxacin, which are usually mild, include

d:sease, coughing, hemoptysis, epistaxis, hypoxia, laryngitis, pleural eifusmn pleurisy, : 8
jema, y disorder, respi upper y tract infection -

Skin and Appendages Disorders: Alopecia, bullous erupxlr.\n‘ dry skin, eczema, genital pruritus, increased sweating, rash, skin
disorder, skin exfoliation, skin ulceration, urticaria ; 4 ) :

Urinary System Disorders: Abnormal renal function, acule renal failure, hematuria, oliguria, urinary incontinence, urinary
retention, urinary tract infection
Vascular (Extracadiac) Di
Vision Disorders: Abnormal vision,

disorder, gangrene, phlebitis, purpura, thrombophlebilis (deep}

Flushing,
eye pain, conjuctivitis

White Cell and RES Disorders: Agranulocytosis, grar wBC b NOS
n al trials using multiple-di therapy, abnormalmzs, mcludmg cal,arsc(s and multiple punctate lenticular
opacities, have been noted in patients with other qui The ip of the drugs to these events is

not presently established.

Crystalluria and cylindruria have been reported with other quinolones. '
The following markedly abnormal laboratory values appeared in 2% of patients receiving levofloxacin. It is not known whether this
abnormality was caused by the drug or the underlying conditions being treated.

Hemalology: decreased lymphocytes (22%)

Post-Marketing Adverse Reactions

nausea, diarrhea, itching, pain, rash and vaginitis is women.

You should be careful about driving or uperatmg machmply nmul you are sure Levofloxacin is not causing dizziness.

Allergic reactions have been reporied in patients including L ), even after just one dose. if you

develop hives, skin rash or other symptoms of an allergic reanuoﬂ you should stop taking this medication and call your health care

professional.

Ruptures of shoulder, hand, or Achilles tendons have been reparted in patients ivi including L

develop pain, swa\lmg, or rupture of tendon you should stop taking Levnﬂc:(icm and comnct your health care professional.

Some ics have been d with the " and blistering

following exposure te sunlight or other sources of ultraviolet light such as artificial ultravmla( light used in tanning nlnns
Levofioxacin has been infrequently associated with phototoxicity You should avoid excessive exposure to sunlight or arlificial

ultraviolet light while you are taking Levofloxacin, 1 7

If you have diabetes and you develop a hypoglycemic reaction while on Levofloxacin, you should stop taking Avoxin® and call your

health care professional

Convuisions have been reported in palients receiving q including 1

eonvulsicns in the past, be sure to let your physician know that you have a history of convulsions.

Quinolones, including I.evaﬂexar:m, may also cause central nervous systam sumu\auon which may lead to tremors, restlessness,

L1 you

H you have

Additional adverse events rzponeu from worldwide pusl marketing experience with \evqﬂoxacm mclude allargic p
lic shack, anaphy reaction, F.EG.
hemolytic-anemia, multi-system organ failure, increased Ratio
neuropathy, rhabdomyolysis, Stevens-Johnson Syndrome, tendon ruptufe.torisdes de pointes, vasodilation.
OVERDOSAGE: : 2 :
Levofioxacin exhibits a low potential for acute toxicity, Mice, rats, dogs, and monkeys exhibited the following clinical signs after
receiving a single high dose of levofloxacin: ataxia, ptosis, decreased locomotor activity, dyspnea, prostration, tremors, and
convulsions. Doses in excess of 1500 mgrkg orally and 250 mo/kg | v produced significant mortality in rodents. In the welam of an
acute overdosage, the stomach should be emptied. The patient should be observed and appropriate hydration maintained
Levofioxacin is not efficiently removed by hemedialysis or peritoneal dialysis.
DOSAGE AND ADMINISTRATION. ’ " ”
The usual dose of levofloxacin Tablets 260 mg or 500 mg or 750 mg administered orally every 24 hours, as indicated by infection
and described in the following dosing chart. Li in tablets can be istered without regard to food. These recomlpend&
tions apply to patients with normal renal function (i.e, creatinine clearance>80 mlimin). For patients with altered renal function see
the Patients with impaired Renal Function subsection. Oral doses should be administered at least two hours be!_ore or two hours
after antiacids containing magnesium, aluminum, as wall as sucralfate, metal cations such as iron, and multivitamins preparations
with zinc or didanosine, chewabie/bufiered tablets or the pediatric powder for oral solution.

time, §

Avoxin®

Levofloxacin |

. A medlcamem is & product !hat aﬁects your health, and its c:onsumptlon contrary to |
| instructions is dangerous for you.
* Follow strictly the doctor's prescription, the method of use and the instructions of 1he
| pharmacist who dispensed the medicament.
« The doctor and the pharmacist are experts in medicine.
Do not by yourself interrupt the period of treatment prescribed for you.
» Do not repeat the same prescription without consulting your doctor.
* Keep medicaments out of the reach of children. ‘

anxiety, li paranoia, dep - and rarely, suicidal thoughts or
acts

f you notice any side effects not mentioned in this leaflet or you have concems about the 5nee effects you are expenencmg,
please infarm your hen!lh care professional.
For more pl

your health care protessional or pharmamsl
What about other medicines | am taking?
Taking warfarin and Levofloxacin together can further predispose you to the development of bleeding grubtems If you take
warfarin, be sure io tell your health care professional. Many antacids and multivitamins may interfere with the absu_rpuun of
levofloxacin and may pravent it from working properly. You should lake Avoxin® either 2 hours before or 2 hours aiter taking these
products.

Itis impartant to let your heaith care professional know all of the medicines you are using.

Other information

Take your dose of Avoxin® once a day. - ’

Gomplete the course of medication even if you are feeling better, Keep this medication out of the reach_ol uhudr_en. 2
Some quinolones, including levofloxacin, may produce false-positive urine screening results for opiates using commercially
available immunoassay kits. Gonfirmation of positive opiate screens by more specific methods may be necessary. -
This information does not take the place of discussions with your doctor or health care professional about your medical condition
your treatment.

PRESENTATION.

Avoxin® 750 each pack contains 7 tablets. Avoxin® 500: each pack contains 7 tablets. Avoxin® 250: each pack contains 7 lablets.

please refer fo the full prescribing information which may be obtained lrnm
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