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Megaxin Tablets Megaxin IV
NI'710 |'opNan IV |ropxan
Film Coated Tablets Solution for Infusion
Moxifloxacin (as hydrochloride) 400 mg Moxifloxacin 400 mg/250 mL
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Megaxin IV:

Megaxin IV is indicated for the treatment of adults (>18 years of age) with Community Acquired Pneumonia
caused by streptococcus pneumoniae, haemophilus influenzae, moraxella catarrhalis, staphylococcus
aureus, klebsiella pneumoniae, mycoplasma pneumoniae or chlamydia pneumoniae and Complicated skin
and skin Structure Infections caused by methicillin susceptible staphylococcus aureus, escherichia coli,
klebsiella pneumoniae or enterobacter cloacae.

Appropriate culture and susceptibility tests should be performed before treatment in order to isolate and
identify organisms causing infection and to determine their susceptibility to moxifloxacin.

Therapy with Megaxin may be initiated before results of these tests are known; once results become
available, appropriate therapy should be continued.

Megaxin Tablets:

For the treatment of the following bacterial infections in patients of 18 years and older

* Respiratory infections:

- Uncomplicated Acute bacterial sinusitis (ABS)

- Acute exacerbations of chronic bronchitis (AECB)

Megaxin tablets should be used to treat adequately diagnosed ABS and AECB only when it is considered
inappropriate to use antibacterial agents that are commonly recommended for the initial treatment of these
infections or when these have failed to resolve the infection.

- Community acquired pneumonia, except severe cases.

Megaxin tablets should be used only when it is considered inappropriate to use antibacterial agents that are
commonly recommended for the initial treatment of this infection.
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« Community-acquired spontaneous and wound infections of the skin and skin structure.

Appropriate culture and susceptibility tests should be performed before treatment in order to isolate and
identify organisms causing infection and to determine their susceptibility to moxifloxacin. Therapy with
Megaxin tablets may be initiated before results of these tests are known; once results become available,
appropriate therapy should be continued.

Consideration should be given to official guidance on the appropriate use of antibacterial agents.
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2.2 Important Administration Instructions

Do not administer MEGAXIN 1V if particulate matter and/or discoloration is observed.

3.2 MEGAXIN IV

Ready-to-use 250 mL bottle for infusion, containing moxifloxacin hydrochloride (equivalent to 400 mg
moxifloxacin) in 0.8% sodium chloride aqueous solution. The appearance of the intravenous solution is
yellow. Discard the unused portion of the drug.

5 WARNINGS AND PRECAUTIONS

5.2 Tendinopathy-Tendinitis and Tendon Rupture

Fluoroquinolones, including MEGAXIN IV / MEGAXIN Tablets, are have been associated with an increased
risk of tendinitis and tendon rupture in all ages [see Warnings and Precautions (5.1) and Adverse Reactions
(6.2)]. This adverse reaction most frequently involves the Achilles tendon, and has also been reported with
the rotator cuff (the shoulder), the hand, the biceps, the thumb, and other tendons. Tendinitis or tendon
rupture can occur within hours or days of starting moxifloxacin or as long as several months after
completion of therapy. Tendinitis and tendon rupture can occur bilaterally.

5.4 Central Nervous System Effects

Psychiatric Adverse Reactions
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Fluoroquinolones, including MEGAXIN IV / MEGAXIN Tablets, have been associated with an increased risk
of eentral-nervous-system{CNS) psychiatric adverse reactions, including: eonvulsions;-and-increased

m#aeramakpressu;e—&nela@ng—psee@etumepee#ebﬂé—and tOXIC psych03|s Hue#eq&melenes—may—alse

eeniu&en—tlcemeps- haIIucmatlons or Qaran0|a, depressmn—and— or SU|C|daI thoughts or acts, anX|ety,
agitation, or nervousness; confusion, delirium, disorientation, or disturbances in attention; insomnia or
nightmares; memory impairment.

These adverse reactions may occur following the first dose. If these reactions occur in patients receiving
MEGAXIN IV / MEGAXIN Tablets dlscontlnue MEGAXIN IV / MEGAXIN Tablets |mmed|ately and |nst|tute
appropriate measures-As-with-al-fluorogquinolone . 5
ef—tmatment—exeeed—the—nsks—[see Adverse Reactlons (6. 1 ), (6 2)]

Central Nervous System Adverse Reactions

Fluoroguinolones, including MEGAXIN, have been associated with an increased risk of seizures
(convulsions), increased intracranial pressure (including pseudotumor cerebri), dizziness, and tremors. As
with all fluoroquinolones, use MEGAXIN IV / MEGAXIN Tablets with caution in patients with known or
suspected CNS disorders (for example, severe cerebral arteriosclerosis, epilepsy) or in the presence of
other risk factors that may predispose to seizures or lower the seizure threshold-fSee-Drug-tnteractions
{#4){-These adverse reactions may occur following the first dose. If these reactions occur in patients
receiving MEGAXIN IV / MEGAXIN Tablets, discontinue MEGAXIN 1V / MEGAXIN Tablets immediately and
institute appropriate measures [see Drugq Interactions (7.4) Adverse Reactions (6.1, 6.2)].

5.8 Hypersensitivity Reactions

Serious anaphylactic reactions, some following the first dose, have been reported in patients receiving
fluoroquinolone therapy, including MEGAXIN IV / MEGAXIN Tablets. Some reactions were accompanied by
cardiovascular collapse, loss of consciousness, tingling, pharyngeal or facial edema, dyspnea, urticaria,
and itching. Discontinue MEGAXIN IV / MEGAXIN Tablets at the first appearance of a skin rash or any
other sign of hypersensitivity [see Warnings and Precautions (5.7)].

5.11 Blood Glucose Disturbances

As with all fluoroquinolones, disturbances in blood glucose, including both hypoglycemia and hyperglycemia
have been reported with MEGAXIN IV / MEGAXIN Tablets. In MEGAXIN IV / MEGAXIN Tablets-treated
patients, dysglycemia occurred predominantly in elderly diabetic patients receiving concomitant treatment
with an oral hypoglycemic agent (for example, sulfonylurea) or with insulin. Severe cases of hypoglycemia
resulting in coma or death have been reported. In diabetic patients, careful monitoring of blood glucose is
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recommended. If a hypoglycemic reaction occurs, discontinue MEGAXIN IV / MEGAXIN Tablets should-be
discontinued and initiate appropriate therapy should-be-initiated immediately [see Adverse Reactions (6.1),
Drug Interactions (7.3)].

6 ADVERSE REACTIONS

The following serious and otherwise important adverse reactions are discussed in greater detail in the
warnings and precautions section of the label:

o Tendinopathy Tendinitis and Tendon Rupture [see Warnings and Precautions (5.2)]

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
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Risk Summary

There are no available human data establishing a drug associated risk with the use of moxifloxacin.

Based on animal studies with moxifloxacin, MEGAXIN may cause fetal harm.

Moxifloxacin was not teratogenic when administered to pregnant rats (IV and oral), rabbits (IV), and
monkeys (oral) at exposures that were 0.25-2.5 times of those at the human clinical dose (400 mg/day
MEGAXIN). However, when moxifloxacin was administered to rats and rabbits during pregnancy and
throughout lactation (rats only) at doses associated with maternal toxicity, decreased neonatal body
weights, increased incidence of skeletal variations (rib and vertebra combined), and increased fetal loss
were observed (see Data). Advise pregnant women of the potential risk to the fetus.

The background risk of major birth defects and miscarriage for the indicated population is unknown.
However, the background risk in the U.S. general population of major birth defects is 2 to 4% and of
miscarriage is 15 to 20% of clinically recognized pregnancies.

Data
Animal Data

Animal reproductive and development studies were done in rats, rabbits and cynomolgus macaques.
Moxifloxacin was not teratogenic when administered to pregnant rats during organogenesis (gestation days
6 to 17) at oral doses as high as 500 mg/kg/day or 0.24 times the maximum recommended human dose
based on systemic exposure (AUC), but decreased fetal body weights and slightly delayed fetal skeletal
development were observed. Intravenous administration of 80 mg/ka/day (approximately 2 times the
maximum recommended human dose based on body surface area) to pregnant rats resulted in maternal
toxicity and a marginal effect on fetal and placental weights and the appearance of the placenta (Gestation
days 6 to 17). There was no evidence of teratogenicity at intravenous doses as high as 80 mg/kg/day
(approximately 2 times the maximum recommended human dose based on body surface area) in pregnant
rats during organogenesis (Gestation days 6 to 17). Intravenous administration of 20 mg/kg/day
(approximately equal to the maximum recommended human oral dose based upon systemic exposure) to
pregnant rabbits during organogenesis (gestation days 6 to 20) resulted in decreased fetal body weights
and delayed fetal skeletal ossification. When rib and vertebral malformations were combined, there was an
increased fetal and litter incidence of these effects in rabbits. Signs of maternal toxicity in rabbits at this
dose included mortality, abortions, marked reduction of food consumption, decreased water intake, body
weight loss and hypoactivity. There was no evidence of teratogenicity when pregnant cynomolgus
macaques were given oral doses as high as 100 mg/kg/day (2.5 times the maximum recommended human
dose based upon systemic exposure) during organogenesis (gestation days 20 to 50). An increased
incidence of smaller fetuses was observed at 100 mg/kg/day in macaques. In a pre- and postnatal
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development study conducted in rats given oral doses from Gestation day 6, throughout gestation and
rearing to Postpartum day 21, effects observed at 500 mg/kg/day (0.24 times the maximum recommended
human dose based on systemic exposure (AUC)) included slight increases in duration of pregnancy and
prenatal loss, reduced pup birth weight and decreased neonatal survival. Treatment-related maternal
mortality occurred during gestation at 500 mg/kg/day in this study.

Risk Summary
It is not known if moxifloxacin is present in human milk. Based on animal studies in rats, moxifloxacin may

be excreted in human milk (see Data).

The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for MEGAXIN and any potential adverse effects on the breastfed child from MEGAXIN or from
the underlying maternal condition.

Data

In lactating rats given a single oral dose of 4.59 mg/kg moxifloxacin (approximately 9 times less than the
recommended human dose based on body surface area) 8 days postpartum, there was very low excretion
of substance-related radioactivity into the milk, amounting to approximately 0.03% of the dose.

8.3 Pediatric Use

Effectiveness in pediatric patients and adolescents less than 18 years of age has not been established.

MEGAXIN causes arthropathy in juvenile animals. Limited information on the safety of MEGAXIN in 301
pediatric patients is available from the clAl trial [see Boxed Warning, Warnings and Precautions (5.9) and
Nonclinical Toxicology (13.2)].

Active Controlled Trial in Complicated Intra-Abdominal Infection (clAl)

The safety and efficacy of MEGAXIN in pediatric patients for the treatment of clAl has not been
demonstrated.
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Pediatric patients 3 months to <18 years of age (mean age of 12 + 4 years) were enrolled in a single
randomized, double-blind, active controlled trial in clAl including appendicitis with perforation, abscesses

and peritonitis.

Pediatric patients were randomized (2:1) to receive either MEGAXIN or comparator. This study enrolled 451
patients who received study medication, 301 treated with moxifloxacin, and 150 with comparator. Of the
301 pediatric patients treated with MEGAXIN, 15 were below the age of 6 years and 286 were between the
ages of 6-<18 years.

Patients received sequential intravenous/oral MEGAXIN or comparator (intravenous ertapenem followed by
oral amoxicillin/clavulanate) for 5 to 14 days (mean duration was 9 days with a range of 1 to 24 days).

The overall adverse reaction profile in pediatric patients was comparable to that of adult patients. The most
frequently occurring adverse reactions in pediatric patients treated with MEGAXIN were QT prolongation
9.3% (28/301), vomiting, 6.6% (20/301) diarrhea 3.7% (11/301), arthralgia 3.0% (9/301), and phlebitis 2.7%
(8/301) (see Table 5). Discontinuation of study drug due to an adverse reaction was reported in 5.3%
(16/301) of MEGAXIN-treated patients versus 1.3% (2/150) of comparator-treated patients. The adverse
reaction profile of MEGAXIN or comparator was similar across all age groups studied.

Musculoskeletal adverse reactions were monitored and followed up to 5 years after the end of study
treatment. The rates of musculoskeletal adverse reactions were 4.3% (13/301) in the MEGAXIN-treated
group versus 3.3% (5/150) in the comparator-treated group. The majority of musculoskeletal adverse
reactions were reported between 12 and 53 weeks after start of study treatment with complete resolution at
the end of the study [see Warnings and Precautions (5.9) and Nonclinical Toxicology (13.2)].

Table 5 Incidence (%) of Selected Adverse Reactions in 22.0% of Pediatric Patients Treated with
MEGAXIN in clAl Clinical Trial

System Organ Class Adverse Reactions MEGAXIN Comparator
N = 301 (%) N =150 (%)
Gastrointestinal Abdominal pain 8 (2.7) 3(2.0)
disorders
Diarrhea 11 (3.7) 1(0.7)
Vomiting 20 (6.6) 12 (8.0)
General disorders and | Pyrexia 6(2.0) 4 (2.7)
administration site
conditions
Investigations Aspartate 2 (0.7 3(2.0)
aminotransferase
increased
Electrocardiogram QT 28 (9.3) 4 (2.7
prolonged
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System Organ Class Adverse Reactions MEGAXIN Comparator
N = 301 (%) N =150 (%)
Gastrointestinal Abdominal pain 8(2.7) 3(2.0)
disorders
Diarrhea 11 (3.7) 1(0.7)
Vomiting 20 (6.6) 12 (8.0)
General disorders and | Pyrexia 6 (2.0) 4 (2.7)
administration site
conditions
Musculoskeletal and Arthralgia 9(3.0) 2(1.3)
connective tissue
disorders
Nervous system Headache 6(2.0) 2 (1.3
disorders
Vascular disorders Phlebitis 8 (2.7) 0(0)

Clinical response was assessed at the test-of-cure visit (28 to 42 days after end of treatment). The clinical
response rates observed in the modified intent to treat population were 83.9% (208/248) for MEGAXIN and
95.5% (127/133) for comparator; see Table 6.

Table 6: Clinical Response Rates at 28—42 Days After End of Treatment in Pediatric Patients with
clAl

MEGAXIN Comparator Difference?
n (%) n (%) (95% CI)
mITT Population’ N=248 N=133
Cure 208 (83.9) 127 (95.5) -12.2 (-17.9, -6.4)
Failure 17 (6.9) 3(2.3)
Indeterminate 21 (8.5) 3(2.3)
Missing 2(0.8) 0

'"The modified intent-to-treat (mITT) population is defined as all subjects who were treated with
at least one dose of study medication and who have at least one pre-treatment causative
organism from the intra-abdominal site of infection or from blood cultures.

2Difference in clinical cure rates (MEGAXIN - Comparator) and 95% confidence intervals,
presented as percentages, are based on stratified analysis by age group using Mantel-
Haenszel methods.
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12 CLINICAL PHARMACOLOGY

12.3 Pharmacokinetics

Pharmacokinetics in Specific Populations

12.4 Microbiology

Antimicrobial Activity

The following in vitro data are available, but their clinical significance is unknown. At least 90 percent of the
following bacteria exhibit an in vitro minimum inhibitory concentration (MIC) less than or equal to the
susceptible breakpoint for moxifloxacin against isolates of similar genus or organism groups. However, the
efficacy of MEGAXIN IV / MEGAXIN Tablets in treating clinical infections due to these bacteria has not
been established in adequate and well controlled clinical trials.
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