M OXI t | c Film Coated Tablets

REVA PHARMA|

Composition:

Each Film Coated Tablet Moxitic contains:

Moxifloxacin Hydrochloride equivalent to Moxifloxacin 400 mg.

Pharmacological Classification:

Antibiotic — Fluoroquinolones.

Intended Use (Common Use of the Drug):

Bacterial respiratory tract infections and some bacterial skin and internal infections.
Mechanism of Action:

Moxifloxacin has in vitro activity against a wide range of Gram-positive and
Gram-negative pathogens. The bactericidal action of moxifloxacin results from the in-
hibition of both type II topoisomerases (DNA gyrase and topoisomerase 1V) required
for bacterial DNA replication, transcription and repair.

Pharmacokinetics:

Absorption and Bioavailability: Following oral administration moxifloxacin is rapidly
and almost completely absorbed. The absolute bioavailability amounts to approxi-
mately 91%.

After oral administration of a 400 mg dose, peak plasma concentrations of 3.1 mg/L
are achieved within 0.5-4 hours.

Distribution: Moxifloxacin is distributed to extravascular spaces rapidly. The steady-
state volume of distribution (Vss) is approximately 2 L/Kg. Moxifloxacin is mainly
bound to serum albumin.

Biotransformation: Moxifloxacin undergoes Phase II biotransformation and is excret-
ed via renal and biliary/faccal pathways as unchanged drug as well as in the form of a
sulpho-compound (M1) and a glucuronide (M2). M1 and M2 are the only metabolites
relevant in humans, both are microbiologically inactive. There is no indication of
oxidative metabolism.

Elimination: Moxifloxacin is eliminated from plasma with a mean terminal half-life of
approximately 12 hours. Renal clearance amounted to about 24 - 53 ml/min suggest-
ing partial tubular reabsorption of the drug from the kidneys.

Indications:

- Use this medicine exactly as described in this leaflet or as directed by your doctor or
pharmacist, consult your doctor if you are not sure.

- Moxifloxacin is indicated for the treatment of the following bacterial infections in
patients of 18 years and older caused by bacteria susceptible to moxifloxacin.

- Acute bacterial sinusitis.

- Acute exacerbations of chronic bronchitis.

- Community acquired pneumonia, except severe cases.

- Mild to moderate pelvic inflammatory disease (including salpingitis and endome-
tritis), without a fallopian tube, ovary or pelvic abscess, in combination with another
appropriate antibacterial agent (eg, cephalosporin).

- Skin and Skin Structure Infections: Uncomplicated and Complicated.

- Complicated Intra-Abdominal Infections.

Contraindications:

- This medicine should not be used in case of hypersensitivity to the active substance
(moxifloxacin) or other quinolones or to any of the excipients used.

- Pregnancy and lactation, Patients below 18 years of age.

- Patients with a history of tendon disease/disorder related to quinolone treatment.

- Both in preclinical investigations and in humans, changes in cardiac electrophys-
iology have been observed following exposure to moxifloxacin, in the form of QT
prolongation. For reasons of drug safety, moxifloxacin is therefore contraindicated in
patients with:

e Congenital or documented acquired QT prolongation.

e Electrolyte disturbances, particularly in uncorrected hypokalemia.

e Clinically relevant bradycardia.

e Clinically relevant heart failure with reduced left-ventricular ejection fraction.

e Previous history of symptomatic arrhythmias.

- Due to limited clinical data, moxifloxacin is also contraindicated in patients with
impaired liver function (Child-Pugh C) and in patients with transaminases increase >
5fold ULN.

Side Effects:

- Like all medicines, this one can cause side effects, although not everyone experi-
ences them.

- Infections and infestations: Superinfections due to resistant bacteria or fungi e.g. oral
and vaginal candidiasis.

- Nervous System Disorders: Headache, Dizziness.

- Cardiac Disorders: QT prolongation in patients with hypokalemia.

- Gastrointestinal Disorders: Nausea, Vomiting, Gastrointestinal and abdominal pains,
Diarrhea.

- Hepatobiliary Disorders: Increase in transaminases.

- Inform your doctor or pharmacist if you experience any side effects not listed in this
leaflet.

Warnings & Precautions:

- Prolongation of QTc interval and potentially QTc-prolongation-related clinical
conditions: Moxifloxacin has been shown to prolong the QTc interval on the elec-
trocardiogram in some patients. women may be more sensitive to QTc-prolonging
medications. Elderly patients may also be more susceptible to drug-associated effects
on the QT interval.

- Severe liver disorders: Cases of fulminant hepatitis have been reported with
moxifloxacin. Patients should be advised to contact their doctor prior to continuing
treatment if signs and symptoms of fulminant hepatic disease develop such as rapidly
developing asthenia associated with jaundice, dark urine, bleeding tendency or hepatic
encephalopathy.

- Patients predisposed to seizures: Quinolones are known to trigger seizures. Use
should be with caution in patients with CNS disorders or in the presence of other risk
factors which may predispose to seizures or lower the seizure threshold. In case of
seizures, treatment with moxifloxacin should be discontinued and appropriate mea-
sures instituted.

- Peripheral neuropathy: Cases of sensory or sensorimotor polyneuropathy resulting
in paraesthesias, hypoaesthesias, dysaesthesias, or weakness have been reported in
patients receiving quinolones including moxifloxacin. Patients under treatment with
moxifloxacin should be advised to inform their doctor prior to continuing treatment
if symptoms of neuropathy such as pain, burning, tingling, numbness, or weakness
develop.

- Antibiotic-associated diarrhea incl. colitis: Antibiotic-associated diarrhea (AAD) and
antibiotic-associated colitis (AAC), including pseudomembranous colitis and Clos-
tridium difficile-associated diarrhea, has been reported in association with the use of
broad-spectrum antibiotics including moxifloxacin.

- Tendon inflammation, tendon rupture: Tendon inflammation and rupture (especially
Achilles tendon), sometimes bilateral, may occur with quinolone therapy including
moxifloxacin, even within 48 hours of starting treatment and have been reported up
to several months after discontinuation of therapy. The risk of tendinitis and tendon
rupture is increased in elderly patients and in those treated concurrently with cortico-
steroids. At the first sign of pain or inflammation, patients should discontinue treat-
ment with moxifloxacin, rest the affected limb(s) and consult their doctor immediately
in order to initiate appropriate treatment (e.g. immobilisation) for the affected tendon.
- Patients with renal impairment: Elderly patients with renal disorders should use
moxifloxacin with caution if they are unable to maintain adequate fluid intake,
because dehydration may increase the risk of renal failure.

- Prevention of photosensitivity reactions: Quinolones have been shown to cause
photosensitivity reactions in patients. However, studies have shown that moxifloxacin
has a lower risk to induce photosensitivity. Nevertheless, patients should be advised
to avoid exposure to either UV irradiation or extensive and/or strong sunlight during
treatment with moxifloxacin.

- Patients with glucose-6-phosphate dehydrogenase deficiency: Patients with a family
history of, or actual glucose-6-phosphate dehydrogenase deficiency are prone to
hemolytic reactions when treated with quinolones. Therefore, moxifloxacin should be
used with caution in these patients.

Drug and Food Interactions:

- Tell your doctor or pharmacist if you are using, have recently used or might use any
other drugs, and for how long you will be using the drug.

- An additive effect on QT interval prolongation of moxifloxacin and other medicinal
products that may prolong the QTc interval cannot be excluded. This might lead to an
increased risk of ventricular arrhythmias. Therefore, co-administration of moxifloxa-
cin with any of the following medicinal products is contraindicated:

anti-arrhythmics class IA (e.g. quinidine, hydroquinidine, disopyramide)
anti-arrhythmics class I1I (e.g. amiodarone, sotalol, dofetilide, ibutilide)
antipsychotics (e.g. phenothiazines, pimozide, sertindole, haloperidol, sultopride)
tricyclic antidepressive agents

certain antimicrobial agents (saquinavir, sparfloxacin, erythromycin IV, pentami-
dine, antimalarials particularly halofantrine).

certain antihistaminics (terfenadine, astemizole, mizolastine)

others (cisapride, vincamine IV, bepridil, diphemanil).

- Moxifloxacin should be used with caution in patients who are taking medication
that can reduce potassium levels (e.g. loop and thiazide-type diuretics, laxatives and
enemas [high doses], corticosteroids, amphotericin B) or medication that is associated
with clinically significant bradycardia.

- An interval of about 6 hours should be left between administration of agents con-

taining bivalent or trivalent cations (e.g. antacids containing magnesium or aluminum,
didanosine tablets, sucralfate and agents containing iron or zinc) and administration
of moxifloxacin.

- Concomitant administration of charcoal with an oral dose of 400 mg moxifloxacin
led to a pronounced prevention of drug absorption and a reduced systemic availability
of the drug by more than 80%. Therefore, the concomitant use of these two medicinal
products is not recommended (except for overdose cases.

- Changes in INR: A large number of cases showing an increase in oral anticoagulant
activity have been reported in patients receiving antibacterial agents, especially
fluoroquinolones, macrolides, tetracyclines, cotrimoxazole and some cephalospo-
rins. it is difficult to evaluate whether the infection or the treatment caused the INR
(international normalized ratio) disorder. A precautionary measure would be to more
frequently monitor the NR. If necessary, the oral anticoagulant dosage should be
adjusted as appropriate.

Pregnancy & Lactation & Fertility:

Pregnancy: Pregnancy Category C, the safety of moxifloxacin in human pregnancy
has not been evaluated. moxifloxacin must not be used in pregnant women

Lactation: There is no data available in lactating or nursing women, breast-feeding is
contraindicated during moxifloxacin therapy.

Fertility: Animal studies do not indicate impairment of fertility.

Effects on ability to drive and use machines:

No studies have been conducted on the effects of moxifloxacin on the ability to drive
and use machines. However, moxifloxacin may impair the patient’s ability to drive or
operate machines due to side effects on the central nervous system.

Doses& method of use:

- Use this drug exactly as your doctor or pharmacist has prescribed it. Ask your
doctor if you are not sure.

- Method of administration: The film-coated tablet should be swallowed whole with
sufficient liquid and may be taken independent of meals.

- adults: The recommended dose is one 400 mg film-coated tablet once daily.

- Renal/hepatic impairment: No adjustment of dosage is required in patients with mild
to severely impaired renal function or in patients on chronic dialysis i.e. haemodialy-
sis and continuous ambulatory peritoneal dialysis.There is insufficient data in patients
with impaired liver function.

- Other special populations: No adjustment of dosage is required in the elderly and in
patients with low bodyweight.

- Paediatric population: Moxifloxacin is contraindicated in children and adolescents
(< 18 years). Efficacy and safety of moxifloxacin in children and adolescents have not
been established.

- Duration of administration: Moxifloxacin should be used for the following treatment
durations:

- Acute exacerbation of chronic bronchitis 5 - 10 days.

- Community acquired pneumonia 10 days.

- Acute bacterial sinusitis 7 days.

- Mild to moderate pelvic inflammatory disease 14 days.

- Inform your doctor or pharmacist if you forget take medicine and before stopping
its use.

Overdoses\Toxicity\methods of treatment:

There are no specific countermeasures recommended following accidental overdose.
In the event of overdose, treatment should be symptomatic. The electrocardiogram
should be monitored, because of the possibility of QT prolongation. The use of
charcoal early in the absorption process may be useful to prevent excessive systemic
exposure to moxifloxacin in cases of oral overdose, as the oral dose may be reduced
by 80%

Physical Properties:

Film coated tablets, yellow, scored, capsule shaped.

Storage Conditions:

Store at a temperature below 25° C.

Protect from light and moisture.

Keep out of reach of children.

Packaging:

Each Moxitic carton box contains 5 Film Coated Tablets in one Alu/Alu blister.
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