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est Nile Outbreak in Gulf States Seen as Unlikely

BY MICHELE G. SULLIVAN
Mid-Atlantic Bureau

mosquito-eradication program is
underway in the storm-ravaged

Gulf Coast states, and federal offi-

cials hope that such an effort, combined
with the hurricane’s impact on the vector
cycle, will prevent a surge in West Nile
virus and other mosquito-borne diseases.
The aerial spray program began in mid-
September and will be continued as long

as it is needed to control mosquito popu-
lations, according to the Louisiana State
Department of Health.

Although the huge expanses of standing
floodwaters are conducive to a mosquito
population explosion, the total disruption of
the region’s normal ecology may discour-
age mosquito-borne epidemics, said Jennifer
Morcone, a spokesperson for the Centers
for Disease Control and Prevention.

“Historically, we have not seen increas-
es in these diseases after a storm like this,”

she said. “You need a bird population to
fuel the transmission cycle and, right now;,
the bird population in these areas is almost
nonexistent.”

However, she said, the CDC has de-
ployed entomologists to monitor mos-
quito populations and to assist with vec-
tor control in the affected areas.

The Louisiana Department of Health
and Hospitals—in coordination with the
Louisiana Department of Agriculture and
Forestry, the CDC, the Agency for Toxic
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LEVAQUIN® (levofloxacin in 5% dextrose) INJECTION
Brief Summary

The following is a brief summary only. Before prescribing, see complete Prescribing
Information in LEVAQUIN Tablets/Oral Solution/Injection labeling.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
LEVAQUIN® (levofloxacin) and other antibacterial drugs, LEVAQUIN should be used only
to treat or prevent infections that are proven or strongly suspected to be caused

by bacteria.

GONTRAINDIGATIONS Levofloxacin is contraindicated in persons with a history of
quinolone agents, or any other components

of this product

WARNINGS: THE SAFETY AND EFFICACY OF LEVOFLOXACIN IN PEDIATRIC PATIENTS,
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.)

As with any potent drug, periodic of organ system functions,
including renal, hepatic, and hematopoietic, is advisable during therapy. (See WARN-
INGS and ADVERSE REACTIONS.)

Information for Patients

Patlents should be advised:

Patients should be counseled that antibacterial drugs including LEVAQUIN®
(levofloxacin) should only be used to treat bacterial infections. They do not treat viral
infections (e.g., the common cold). When LEVAQUIN is prescribed fo 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 effective-
ness of the immediate treatment and (2) increase the likelihood that bacteria will
develop resistance and will not be treatable by LEVAQUIN or other antibacterial drugs
in the future;

that peripheral have been iated with in use. If symp-
toms of peripheral neuropathy including pain, burning, tingling, numbness, and/or
weakness develop, they should discontinue treatment and contact their physicians;
to drink fluids liberally;

that antacids containing magnesium, or aluminum, as well as sucralfate, metal
cations such as iron, and multivitamin preparations with zinc or Videx® (didanosine)
should be taken at least two hours before or two hours after oral levofloxacin

In immature rats and dogs, the orat and inistration of
resulted in increased i i of the weight-
bearing joints of immature dogs dosed with levofloxacin revealed persistent lesions
of the cartilage. Other fluoroquinolones also produce similar erosions in the weight
bearing joints and other signs of arthropathy in immature animals of various species.
The relevance of these findings to the clinical use of levofloxacin is unknown. (See
ANIMAL PHARMACOLOGY in full Prescribing Information.)
Convulsions and toxic psychoses have been reported in patients receiving quinolones,
including levofloxacin. Quinolones may also cause increased intracranial pressure and
central nervous system stimulation which may lead to tremors, restlessness, anxiety,
confusion, inations, paranoia, , insomnia,
and, rarely, suicidal thoughts or acts. These reactions may occurfollowmg the first dose.
If these reactions occur in patients receiving levofloxacin, the drug should be discontin-
ued and appropriate measures instituted. As with other quinolones, levofloxacin should
be used with caution in patients with a known or suspected CNS disorder that may pre-
dispose to seizures or lower the seizure threshold (€.g., severe cerebral arteriosclerosis,
epilepsy) or in the presence of other risk factors that may predispose to seizures or lower
the seizure threshold (e.g., certain drug therapy, renal dysfunction.) (See PRECAUTIONS:
General, Information for Patients, Drug Interactions and ADVERSE REACTIONS.)
Serious and i fatal itivity and/or i reactions have been
reported in patients receiving therapy with quinolones, including levofloxacin. These
reactions often occur following the first dose. Some reactions have been accompanied
by collapse, , seizure, loss of i tingling,
angioedema (mcludlng tongue, laryngeal, throat, or facial edema/swelling), airway
obstruction (including bronchospasm, shortness of breath, and acute respiratory dis-
tress) dyspnea, urticaria, itching, and other serious skin reactions. Levofloxacin should
at the first of a skin rash or any other sign of
Serious acute reactions may require treatment with
epinephrine and other resuscitative measures, including oxygen, intravenous fluids,
antihistamines, corticosteroids, pressor amines, and airway management, as clinically
indicated. (See PRECAUTIONS and ADVERSE REACTIONS.)
Serious and sometimes fatal events, some due to hypersensitivity, and some due to
uncertain etiology, have been reported rarely in p therapy with

(See Drug
that levofloxacin oral tablets can be taken without regard to meals;
that levofloxacin oral solution should be taken 1 hour before or 2 hours after eating;
that levofloxacin may cause neurologic adverse effects (e.g., dizziness, lighthead-
edness) and that patients should know how they react to levofloxacin before they
operate an automobile or machinery or engage in other activities requiring mental
alertness and coordination. (See WARNINGS and ADVERSE REACTIONS);
to discontinue treatment and inform their physician if they experience pain, inflam-
mation, or rupture of a tendon, and to rest and refrain from exercise until the
diagnosis of tendinitis or tendon rupture has been confidently excluded;
o that in may be i with reactions, even following
the first dose, and to discontinue the drug at the first sign of a skin rash, hives or
other skin reactions, a rapid heartbeat, difficulty in swallowing or breathing, any
swelling suggesting angioedema (e.g., swelling of the lips, tongue, face, tightness
of the throat, hoarseness), or other symptoms of an allergic reaction. (See WARN-
INGS and ADVERSE REACTIONS);
to avoid excessive sunlight or artificial ultraviolet light while receiving levofioxacin
and to discontinue therapy if phototoxicity (i.¢., skin eruption) occurs;
that if they are diabetic and are being treated with insulin or an oral hypoglycemic
agentand a hypoglycemic reaction occurs, they should discontinue levofloxacin and
consult a physician. (See PRECAUTIONS: General and Drug Interactions.);
that concurrent administration of warfarin and levofloxacin has been associated with
increases of the International Normalized Ratio (INR) or prothrombin time and
clinical episodes of bleeding. Patients should notify their physician if they are tak-

ing warfarln

o that have be rted in including
and to notify their physician before taking this drug if there isa hlstory of this
condition.

Drug Antacids, Metal Cations,

LEVAQUIN Tablets: While the chelation by divalent cations is less marked than with other

Effects. F Category C.: Levofloxacin was not
teratogenlc in rats at oral doses as high as 810 mg/kg/day which corresponds to 9.4
times the highest recommended human dose based upon relative body surface area,
or at intravenous doses as high as 160 mg/kg/day corresponding to 1.9 times the
highest recommended human dose based upon relative body surface area. The oral
dose of 810 mg/kg/day to rats caused decreased fetal body weight and increased fetal
mortality. No teratogenicity was observed when rabbits were dosed orally as high as
50 mg/kg/day which corresponds to 1.1 times the highest recommended human dose
based upon relative body surface area, or when dosed intravenously as high as
25 mg/kg/day, corresponding to 0.5 times the highest recommended human dose based
upon relative body surface area.
There are, however, no adequate and well-controlled studies in pregnant women.
Levofloxacin should be used during pregnancy only if the potential benefit justifies the
potential risk to the fetus. (See WARNINGS.)
Nursing Mothers: Levofloxacin has not been measured in human milk. Based upon
data from ofloxacin, it can be presumed that levofloxacin will be excreted in human
milk. Because of the potential for serious adverse reactions from levofloxacin in nurs-
ing infants, a decision should be made whether to discontinue nursing or to discontinue
the drug, taking into account the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness in pedlatnc patients and adolescents below the
age of 18 years have not been including
arthropathy and osteochondrosis in juvenile anlmals of several species. (See WARNINGS )

Geriatric Use: In phase 3 clinical trials, 1,190 levofloxacin-treated patients (25%) were
>65 years of age. Of these, 675 patients (14%) were between the ages of 65 and 74
and 515 patients (11%) were 75 years or older. No overall differences in safety or
effectiveness were observed between these subjects and younger subjects, and other
reported clinical experience has not identified differences in responses between the
elderly and younger patients, but greater sensitivity of some older individuals cannot be
ruled out.

Elderly patients may be more susceptible to drug-associated effects on the QT interval.
Therefore, precaution should be taken when using levofloxacin with concomitant drugs
that can result in prolongation of the QT interval (e.g. class IA or class lll antiarrhythmics)
or in patients with risk factors for Torsades de pointes (e.g. known QT prolongation,
uncorrected hypokalemia). See PRECAUTIONS: GENERAL: Torsades de Pointes.

The inetic properties of in in younger adults and elderly adults do
not differ significantly when creatinine clearance is taken into consideration. However
since the drug is known to be substantially excreted by the kidney, the risk of toxic
reactions to this drug may be greater in patients with impaired renal function. Because
elderly patients are more likely to 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 Phase 3 clinical trials conducted in North America was 6.7%. Among patients
receiving levofloxacin therapy, 4.1% discontinued levofloxacin therapy due to adverse
experiences. In all Phase lll 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 clinical trials, the following events were considered likely to be drug-related in
patients receiving levofloxacin: nausea 1.5%, diarrhea 1.2%, vaginitis 0.5%, insomnia
0.4%, abdominal pain 0.4%, flatulence 0.2%, pruritus 0.2%, dizziness 0.3%, rash
0.3%, dyspepsia 0.3%, genital moniliasis 0.1%, moniliasis 0.2%, taste perversion
U 2%, vommng 0.3%, |nject|on site pain 0.2%, injection site reaction 0.1%, injection site

quinolones, concurrent administration of LEVAQUIN Tablets with antacids
or aluminum, as well as sucralfate, metal cations such as iron, and multi-

including levofloxacin. These events may be severe and generally occur following the
administration of multiple doses. Clinical manifestations may include one or more of the
following: fever, rash or severe dermatologic reactions (e.g., toxic epidermal necrolysis,
Stevens-Johnson Syndrome); vasculitis; arthralgia; myalgia; serum sickness; allergic
pneumonitis; interstitial nephritis; acute renal insufficiency or failure; hepatitis;
jaundice; acute hepatic necrosis or failure; anemia, including hemolytic and aplastic;

thrombocytopenia, including thrombotic purpura;
3 ia; and/or other malities. The drug should
be di i jately at the first of a skin rash or any other sign of

hypersensitivity and supportive measures instituted. (See PRECAUTIONS:

vitamin with zinc may interfere with the gastrointestinal absorption of
levofloxacin, resulting in systemic levels considerably lower than desired. Tablets with
antacids containing magnesium, aluminum, as well as sucralfate, metal cations such
as iron, and multivitamins preparations with zinc or Videx® (didanosine) may substan-
tially interfere with the resulting in systemic
levels considerably lower than desired. These agents should be taken at least two hours
before or two hours after levofloxacin administration.

o, 0.1%, fungat infection 0.1%, genital pruritis 0.1%,
headache 0. 2%, nervousness 0.1%, rash erythematous 0.1%, urticaria 0.1%, anorexia
0.1%, somnolence 0.1%, agitation 0.1%, rash maculo-papular (<0.1%), dry mouth
0.2%, tremor 0.1%, condition aggravated 0.1%, allergic reaction 0.1%.

In clinical trials, the following events occurred in >3% of patients, regardiess of drug
relationship: nausea 6.8%, headache 5.8%, diarrhea 5.4%, insomnia 4.6%, consti-
pation 3.1%.

In cllnlcal tnals the followmg events occurred in 1 to 3% of patients, regardless of drug

LEVAQUIN Injection: There are no data concerning an i i
quinolones with oral antacids, Videx® or metal
catrons However no qurnolone should be co-administered with any solution contain-

for Patients and ADVERSE REACTIONS.)
Peripheral Neuropathy: Rare cases of sensory or sensorimotor axonal polyneuropathy

ing eg. through the same intravenous line. (See
DOSAGE AND ADMINISTRATION in full Prescribing Information.)

affecting small and/or large axons resulting in
and weakness have been reported in patients receiving guinolones, |nclud|ng levofloxacin.
in should be inued if the patient

including pain, burning, tingling, and/or or other of
sensation including light touch, pain, temperature, position sense, and vibratory sensa-
tion in order to prevent the development of an irreversible condition.
Pseudomembranous colitis has been reported with nearly all antibacterial agents,
including levofloxacin, and may range in severity from mild to life-threatening.
Therefore, it is important to conSIderthls diagnosis in patlen!s who present with
diarrhea to the admi ion of any antil agent.

Treatment with antibacterial agents alters the normal flora of the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produced by Clostridium difficile
is one primary cause of “antibiotic-associated colitis.”

After the diagnosis of colitis has been

measures 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 electrolytes, protein supplementation, and treat-
ment with an antibacterial drug clinically effective against C. difficile colitis. (See
ADVERSE REACTIONS.)

Tendon Effects: Ruptures of the shoulder, hand, Achilles tendon, or other tendons that
required surgical repair or resulted in prolonged disability have been reported in patients

No signi effect of in on the plasma concentrations, AUC,
and other dispositi for ine was detected in a clinical study
involving 14 healthy Similarly, no apparent effect of

and ition was observed. However, concomitant admlnlstratlon of other
ine h ltedin prolonged half-life,

with
theophylllne levels, and a subsequent increase in the risk of theophylline- ‘related adverse
reactions in the patient population. Therefore, theophylline levels should be closely mon-
itored and ate dosage adj made when
Adverse reactions, including seizures, may occur with or without an eIevatlon in serum
theophylline levels. (See WARNINGS and PRECAUTIONS: General.)
Warfarin: No significant effect of levofloxacin on the peak plasma concentrations, AUC,
and other disposition parameters for R- and S-warfarin was detected in a clinical study
involving healthy volunteers. Similarly, no apparent effect of warfarin on levofloxacin
absorption and disposition was observed. There have been reports during the post-
marketing experience in patients that levofloxacin enhances the effects of warfarin.
Elevations of the prothrombin time in the setting of concurrent warfarin and levofloxacin
use have been associated with episodes of bleeding. Prothrombin time, International
Normalized Ratio (INR) or other suitable anticoagulation tests should be closely moni-
tored if with warfarin. Patients should also
be monitored for evtdence of bleeding.

No signifi effect of in 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 cyclosporine have been
reported in the patient population when co-administered with some other quinolones.

receiving including Post-marketing surveillance reports indicate
that this risk may be tncreased in patients recelvmg Concomltant cortlcosterolds
especially the elderly. L should be if the patient

pain, inflammation, or rupture of a tendon. Patients should rest and refrain from exercise
until the diagnosis of tendonitis or tendon rupture has been confidently excluded. Tendon
rupture can occur during or after therapy with quinolones, including levofloxacin.
PRECAUTIONS: General Prescribing LEVAQUIN in the absence of a proven or strongly
suspected bacterial infection or a prophylactic indication is unlikely to provide benefit
to the patient and increases the risk of the development of drug-resistant bacteria.
Because a rapid or bolus intravenous injection may result in hypotension, LEVOFLOXACIN
INJECTION SHOULD ONLY BE ADMINISTERED BY SLOW INTRAVENOUS INFUSION OVER
A PERIOD OF 60 OR 90 MINUTES DEPENDING ON THE DOSAGE. (See DOSAGE AND
ADMINISTRATION in full Prescribing Information.)

Although levofloxacin is more soluble than other quinolones, adequate hydration of
patients receiving levofloxacin should be maintained to prevent the formation of a highly
concentrated urine.

Administer levofloxacin with caution in the presence of renal insufficiency. Careful
clinical observation and appropriate laboratory studies should be performed prior to and
during therapy since elimination of levofloxacin may be reduced. In patients with
impaired renal function (creatinine clearance <5[] mL/min), adjustment of the dosage
regimen is necessary to avoid the
ance. (See CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION |n fuII
Prescribing Information.)

Moderate to severe phototoxicity reactions have been observed in patients exposed to
direct sunlight while receiving drugs in this class. Excessive exposure to sunlight should
be avoided. However, in clinical trials with levofloxacin, phototoxicity has been observed
in less than 0.1% of patients. Therapy should be discontinued if phototoxicity (€.g., a
skin eruption) occurs.

As with other qutnolones levofloxacin should be used with caution in any patient with
aknown or CNS that may I( lower the seizure
threshold (e.g., Severe cerebral arteriosclerosis, epilepsy) or in the presence of other
risk factors that may predispose to seizures or lower the seizure threshold (e.g.,
certain drug therapy, renal dysfunction). (See WARNINGS and Drug Interactions.)
As with other quinolones, disturbances of blood glucose, including symptomatic hyper-

« and k, were slightly lower while T,,,, and t; , were slightly longer in
the presence of cyclosponne than those observed in other studies without

pain 2.5%, dizziness 2.4%, vomiting 2.4%, dyspepsia 2.3%,
vaginitis 1.3%, rash 1.4%, chest pain 1.2%, pruritus 1.2%, sinusitis 1.1%, dyspnea
1.3%, fatigue 1.2%, flatulence 1.2%, pain 1.3%, back pain 1.2%, rhinitis 1.2%,
pharyngitis 1.1%.

In clinical trials, the following events, of potential medical importance, occurred at a rate
of 0.1% to 0.9%, regardless of drug relationship:

Body as aWhole — General Disorders: Ascites, allergic reaction, asthenia, edema, fever,
headache, hot flashes, influenza-like symptoms, leg pain, malaise, rigors, substernal
chest pain, syncope, multiple organ failure, changed temperature sensation, with-
drawal syndrome; Cardiovascular Disorders, General: Cardiac failure, hypertension,
hypertension postural Central and Peripheral
Nervous  System Disorders: Convulsmns (seizures), hyperesthesia, hyperkinesia,
hypertonia, hypoesthesia, involuntary muscle contractions, migraine, paresthesia,
paralysis, speech disorder, stupor, tremor, vertigo, encephalopathy, abnormal gait, leg
cramps, intracranial hypertension, ataxia; Gastro-Intestinal System Disorders: Dry
mouth, itis, gastritis, : reflux, G.I.

glossitis, intestinal obstruction, pancreatitis, tongue edema, melena, stomatitis; Hearing
and Vestibular Disorders: Earache, ear disorder NOS, tinnitus; Heart Rate and Rhythm
Disorders: Arrhythmia, arrhythmia ventricular, atrial fibrilation, bradycardia, cardiac
arrest, ventricular fibrillation, heart block, icular

ventricular tachycardia, tachycardia; Liver and Biliary System Disorders: Abnormal
hepatic function, cholecystitis, cholelithiasis, hepatic enzymes increased, hepatic
failure, jaundice; Metabolic and iti Disorders: ia, thirst, dehy-
dration, electrolyte abnormality, fluid overload, gout, hyperglycemia, hyperkalemia,
non-
protein nitrogen increase, weight decrease; Musculo-Skeletal System Disorders:
Arthralgia, arthritis, arthrosis, myalgia, osteomyelitis, skeletal pain, synovitis, tendonitis,
tendon disorder; Myo, Endo, Pericardial and Valve Disorders: Angina pectoris, myocar-
dial infarction; Carcinoma, Other Special Senses
Disorders: Parosmia, taste perversion; Platelet, Bleeding and Clotting Disorders:

medication. The differences, however, are not considered to be clinically significant.
Therefore, no dosage adjustment is required for levofloxacin or cyclosporine when
administered concomitantly.

Digoxin: No significant effect of levofloxacin on the peak plasma ions, AUC,

k epistaxis, , pulmonary embolism, purpura, throm-
bocytopenia; Psychiatric Disorders: Abnormal dreaming, agitation, anorexia, anxiety,
confusion, depression, hallucination, impotence, nervousness, paroniria, sleep disor-
der somnolence; Red Blood Cell Disorders: Anemia; Reproductive Disorders:

and other dlsposmon parameters for dlgoxm was detected in a clinical study involving
healthy and di kinetics were similar i in the

Disorders: Abscess, bacterial
mtectlon fungal infection, herpes simplex, moniliasis, otitis media, sepsis, infection;
Respiratory System Disorders: Airways obstruction, aspiration, asthma, bronchitis,

presence or absence of digoxin. Therefore, no dosage adj for or
digoxin is requrred when admlmstered concomitantly.

and No effect of on the
rate and extent of levofloxacin absorption was observed in a clinical study involving
healthy volunteers. The AUC and t,, of levofloxacin were 27-38% and 30% higher,
respectlvely. whrle CL/F and CL, were 21 -35% lower during concomitant treatment with
in alone. Although these differences
were statrstrcally significant, the changes were not high enough to warrant dosage
IS

n p
Non-steroldal ti-i y drugs: The of a non-
steroidal anti-inflammatory drug witha quinolone, including levofloxacin, may increase
the risk of CNS stimulation and convulsive seizures. (See WARNINGS ‘and PRECAU-
TIONS: General.)
Antidiabetic agents: Disturbances of blood glucose, including hyperglycemia and
hypoglycemia, have been reported in patients treated concomitantly with quinolones
and an antidiabetic agent. Therefore, careful monitoring of blood glucose is recommended
when these agents are co-administered.

of Fertility: In a lifetime bioassay in rats,
levofloxacin exhibited no carcinogenic potential following daily dietary administration

chronic airway disease, coughlng, hemoptysls epistaxis,
hypoxia, laryngitis, pleural effusion, pleurisy,
pulmonary edema, respiratory depression, respiratory disorder, respiratory insufficiency,
upper respiratory tract infection; Skin and Appendages Disorders: Alopecia, bullous
eruption, dry skin, eczema, genital pruritus, increased sweating, rash, skin disorder,
skin exfoliation, skin ulceration, urticaria; Urinary System Disorders: Abnormal renal
function, acute renal failure, a, oliguria, urinary i i urinary retention,
urinary tract infection; Vascular (Extracardiac) Disorders: Flushing, cerebrovascular
disorder, gangrene, phlebitis, purpura, thrombophlebitis (deep); Vision Disorders:
Abnormal V|s|on eye pain, nonjunctlvms White Cell and RES Disorders: Agranulocytosis,
WBC abnormal NOS.
In clinical tnals usrng multiple-dose therapy, ophthaimologic abnormalities, including
cataracts and multiple punctate lenticular opacities, have been noted in patients under-
going treatment with other quinolones. The relationship 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 condition being treated.

for 2 years; the highest dose (100 mg/kg/day) was 1.4 times the highest
human dose (750 mg) based upon relative body surface area. Levofloxacin did not shorten
the time to tumor development of UV-induced skin tumors in hairless albino (Skh-1)

mice at any levofloxacin dose level and was therefore not photc g
conditions of this study. Dermal levofloxacin concentrations in the hairless mice ranged
trom 2510 42 ug/g at the hlghest Ievoﬂoxacm dose Ievel (300 rng/kg/day) used in the

t (2.2%)

P051 Marketlng Adverse Reactions: Additional adverse events reported from world-
ic under keting with in include: allergic pneumonitis, anaphylar:tlc

shock id reaction, i abnormal EEG,

erythema multifﬂrme i ia, multi-system organ failure, increased International

and hypoglycemia, have been reported, usually in diabetic patients receiving
treatment with an oral ic agent (e.g., ide) or with insulin.
In these patients, careful monitoring of blood glucose is recommended. If a hypoglycemic
reactlon occurs in a patlent being treated with levofloxacin, levofloxacin should be

iate therapy should be initiated immediately. (See
Drug Interactions and ADVERSE REACTIONS.)

der
human subjects recervrng 750 mg of levofloxacin averaged approximately 11.8 ug/g
at Cpax.
Levofloxacin was not mutagenic in the following assays: Ames bacterial mutation assay
(S. typhimurium and E. colj), CHO/HGPRT forward mutation assay, mouse micronucleus
test mouse dominant lethal test, rat unscheduled DNA synthesis assay, and the mouse
exchange assay. It was positive in the in vitro chromosomal aberration

Torsades de pointes: Some including have been

with prolongation 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 levofloxacin.

Levofloxacin should be avoided in patients with known prolongation of the QT interval,

patients with uncorrected hypokalemia, and patients receiving class IA (quinidine,
or class lll (@ami , sotalol) anti ic agents.

(CHL cell line) and sister chromatid exchange (CHL/IU cell line) assays.

Levofloxacin caused no impairment of fertility or reproductive performance in rats at
oral doses as high as 360 mg/kg/day, corresponding to 4.2 times the highest recom-
mended human dose based upon relative body surface area and intravenous doses as
high as 100 mg/kg/day, corresponding to 1.2 times the highest recommended human
dose based upon relative body surface area.

in time, peripheral neuropathy, rhabdomyolysis, Stevens-
Johnson Syndrome tendon rupture, torsades de pointes, vasodilation.
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Substances and Disease Registry, the U.S.
Environmental Protection Agency, the De-
partment of Defense, and local mosquito
control districts—is implementing a plan
to reduce mosquitoes and flies in the ar-
eas affected by Hurricane Katrina.

The health and hospitals department
had developed a management plan in an-
ticipation of the hatching of mosquitoes
and flies due to the flooding in the area.
Mosquito control is needed to protect
public health from the nuisances and dis-
eases they transmit; flies will also be mon-
itored. The plan will continue, based on
field monitoring of mosquitoes and flies
in the region.

People face two types of increased risks
for mosquito-borne diseases in the region:
the rise in the number of mosquitos, and
increased exposure to the insects. “People
are spending a lot more time outside, and
even when inside, they may have broken
windows and screens that let mosquitoes
into the house,” Ms. Morcone said.

It’s too soon to predict what impact
Hurricane Katrina will have on West Nile
virus in the Gulf region, she added. “What
we do know is that the virus did exist in
every one of these states before the storm
and that it is still there. We want people
to take precautions against exposure, and
we will facilitate that as much as possible.”

As of early September, 821 cases of West
Nile virus—of which 18 cases were fatal—
had been reported in the United States,
marking this as the slowest West Nile sea-
son since 2002. By early September 2002,
737 cases had been reported, with 35 fa-
talities. Numbers soared in 2003 to almost
1,900, with 37 fatalities, and stayed high last
year, with 1,191 cases and 30 fatalities.

As in previous years, the highest num-
ber of cases (268) occurred in California.
Of those, 7 have been fatal; 93 showed
neurologic complications (West Nile
meningitis, encephalitis, or myelitis). Oth-
er hard-hit states include South Dakota
(138 cases; 1 fatality; 25 neuroinvasive ill-
nesses); Illinois (89 cases; 1 fatality; 52
neuroinvasive); and Louisiana (52 cases; 4
fatalities; 40 neuroinvasive). Texas has re-
ported only 27 cases, but almost all of
them (24) were neuroinvasive; there was
1 fatality.

The reason for the decline this year is
unclear, Ms. Morcone said. “If there’s
one thing we know about West Nile, it’s
that there’s no such thing as a typical sea-
son. We have seen areas with large epi-
demics one year and very small case
counts the next. Weather and ecology are
among the factors that play a part in
West Nile prevalence.”

Although the cases are relatively low,
physicians should still stress prevention to
their patients. Repellents with DEET(N,N-
diethyl-m-toluamide) are most effective
for those who are outdoors for extended
periods. Repellents with oil of lemon, eu-
calyptus, and picaridin are probably suffi-
cient for “backyard exposure,” she said.

West Nile virus has also been identified
in blood from 163 blood donors, according
to the CDC. Of these donors, 3 subse-
quently developed West Nile neuroinva-
sive illness, 38 developed West Nile fever,
and 3 developed other illnesses. [
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