BACTROBAN 2% CREAM OR OINTMENT
PRODUCT INFORMATION
(mupirocin)

For Dermatologic Use

DESCRIPTION

Mupirocin is a naturdly occurring antibiotic, produced by fermentation of the organism
Pseudomonas fluorescens. The chemica name is. 9-[4-[55[2S,3S-epoxy-5S-hydroxy-
4S-methylhexyl]-3R,4R-dihydroxytetrahydropyran-2S-y 1]-3-methyl but-2-(E)-
enoyloxy]nonanoic acid. The chemica structure of mupirocin is shown below:
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The CAS number for mupirocin is 12550-69-0.

Each gram of BACTROBAN 2% cream contains mupirocin calcium, equivaent to 20mg of
mupirocin. BACTROBAN cream dso contains xanthan gum, liquid paraffin, cetomacrogol
1000, stearyl dcohal, cetyl dcohal, phenoxyethanol, benzyl acohol and purified water.

Each gram of BACTROBAN 2% ointment contains 20mg of mupirocin. BACTROBAN

ointment also contains macrogol 400 and macrogol 3350.

PHARMACOLOGY

Microbiology

Mupirocin inhibits becteria protein synthess by reversbly and specificdly binding to
bacterid isoleucyl transfer - RNA synthetase. It shows no cross resistance with other
commonly used and dlinicaly important antibiotics.
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In vitro mupirocin is active mainly againg Gram positive aerobes including Staphylococcus
aureus (incuding MRSA podtive  drans),  Saphylococcus — saprophyticus,
Saphylococcus epidermidis, Streptococcus pyogenes, Streptococcus viridans,

Streptococcus agalactiae, and Streptococcus pneumoni ae.

Group D Streptococci (including S faecalis and S. faecium), are much less sendtive to
mupirocin.  Most Gram negative organisms (except for H.influenzae, Neisseria and
Branhamella) and anaerobes (including Propionibacterium acnes) are not senstive to

mupirocin.

When mupirocin resistance does occur, it gppears to result from the production of a
modified isoleucyl-tRNA synthetase. High-level plasmid-mediated resstance (MIC
>1024 mcg/mL) has been reported in some dsrains of S aureus and coagulase-negetive
staphylococci.

Phar macokinetics

Mupirocin is poorly absorbed through intact human skin; less than 0.24% of a 0.5g dose
being avalable sysemicdly following the topicd gpplication of mupirocin in the ointment
base. Application of 14C-labeled mupirocin ointment to the lower arm of norma mde
subjects followed by occluson for 24 hours showed no measurable systemic absorption.
Measurable radioactivity was present in the stratum corneum of these subjects 72 hours

after gpplication.

If mupirocin is absorbed through broken skin or is given systemicdly, it is metabolised to the
inactive metabolite monic acid. The mean plasma hdf lives of mupirocin and monic acid are
19 minutes and 77 minutes, repectively. The mgor dimination pathway is via the kidney
(90%).

Clinical Trials
The efficacy of topicd BACTROBAN cream for the treatment of secondarily infected

traumatic skin lesons (e.g. smal lacerations, sutured wounds, and abrasions) was compared
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to that of ord cephaexin in two randomized, double-blind, double-dummy dlinicd trids.
Bactroban cream was administered topically three times a day for 10 days, Cephaexin
250mg was given oraly four timesaday for 10 days. Patients weighing less than 40kg were
given 25mg/kg/day orad Cephdexin in four divided doses. Pdtients of either gender of any
age were digible for the study. Lacerations or sutured wounds were up to 10cm in length

and erythema surrounding abrasions did not exceed 2cm from the edge of the aorasion.

In a combined andlyss of the two pivotad clincd trids, the clinicd and bacteriologica
efficacy rates of mupriocin a follow-up (7-12 days post thergpy) were shown to be
equivaent to those of ord Cephdexin. A tota of 245 patients treated with BACTROBAN
cream and 233 patients trested with ora Cephalexin were evauable for per-protocol clinica
efficacy a follow-up. The per-protocol clinical efficacy rate was 95.1% for BACTROBAN
cream and 95.3% for orad Cephalexin (95% Confidence Interva for difference between
treatment groups -4.04, 3.64). Ninety eight patients given BACTROBAN cream and 92
patients given Cephaexin were evauable for per-protocol bacteriologica efficacy at follow-
up. The per-protocol bacteriological success rate was 96.9% for BACTROBAN cream
and 98.9% for ord Cephalexin (95% Confidence Interval -6.04, 2.04).

The safety and efficacy of BACTROBAN cream has not been established in the topical

treatment of burns.

INDICATIONS
BACTROBAN (mupirocin) cream is indicated for the topica trestment of secondarily

infected traumatic kin lesons such as small lacerations, sutured wounds or aorasons.

BACTROBAN (mupirocin) ointment is indicated for the topica treatment of mild impetigo.
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CONTRAINDICATIONS
This drug is contraindicated in individuas with a higory of sengtivity reactions to any of its

components.

WARNINGS
BACTROBAN is not for ophthamic use, intranasal use or gpplication to other mucosa
surfaces. Avoid contact with eyes. BACTROBAN is not suitable for application to the Site

of cannul&tion.

Polyethylene glycol (macrogol) can be absorbed from open wounds and damaged skin and
is excreted by the kidneys. In common with other polyethylene glycol based ointments,
BACTROBAN ointment should not be used in conditions where absorption of large
quantities of polyethylene glycol is possible, especidly if there is evidence of moderate or

severe rend imparment.

PRECAUTIONS

If a reaction suggesting senstivity or chemica irritation should occur with the use of
BACTROBAN, treatment should be discontinued and appropriate therapy for the infection
ingtituted.

As with other antibacterid products, prolonged use may result in overgrowth of
nonsusceptible organisms, induding fungi. Appropriate measures should be taken if this

OCcCurs.

Use in childrent The safety and efficacy of BACTROBAN cream has not been
established in children less than two years of age.

Carcinogenesis, Mutagenesisand Impairment of Fertility: The carcinogenic potentia
of mupirocin has not been assessed in long-term animd studies. Reaults of the following
gudies performed with mupirocin cacium or mupirocin sodium in vitro and in vivo did not

indicate a potentia for mutagenicity: rat primary hepatocyte unscheduled DNA synthesis,
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sediment andyss for DNA drand bresks, metgphase andyss of human lymphocytes,
mouse lymphoma assay and bone marrow micronuclel assay in mice. Fertility of mde and
femae rats was not affected by mupirocin at subcutaneous doses up to 100 mg/kg/day.

Usein Pregnancy: Category B1. Reproduction studies have been performed in rats and
rabbits at systemic doses up to 160mg/Kg and have reveded no evidence of harm to the
foetus due to mupirocin. There are, however, no adequate and well controlled sudies in
pregnant women. Because animd studies are not dways predictive of human response, this

drug should be used during pregnancy only if clearly needed.

Use in Lactation: Adeguate human and anima data on use during lactation are not
avaladle.

Caution should be exercised when BACTROBAN is administered to a nursng woman. If a
cracked nipple is being treated, the nipple should be thoroughly washed prior to breast
feeding.

Interactions. No drug interactions have been studied with mupirocin.

BACTROBAN Cream or Ointment should not be combined with other topica preparations
asthereisarisk of dilution, resulting in a reduction in the antibacterid activity and potentid
loss of gahility of the mupirocin.

ADVERSE REACTIONS
The following adverse reactions have been reported in connection with the use of
BACTROBAN Ointment:

Local reactions: Common (gpproximady 2%): itching, burning, erythema, ginging,

pan/swelling a ste of application and dryness. Less than 1% of patients discontinued
therapy because of these local reactions.
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Gastrointestinal: One case of nausea has been reported in studies of BACTROBAN

ointment so far.

Generdly, BACTROBAN cream was wdl| tolerated. Adverse events from the two pivotal
clinicd trids, thought to be a least possibly drug-related, are listed below.

Related/Possibly Related Adver se Events Occurring in >1% (common) of
BACTROBAN Cream-treated Patients

BACTROBAN
Cream Cephalexin*
Event N=357 N=349
% %
Headache 2.0 1.1
Diarrhoea 11 2.3
Nausea 11 1.1

*250 mg q.i.d. for patients > 40 kg or 25 mg/kg/day oral suspension in four divided doses for patients£
40 kg.

In the two pivotd clinica trids, application Ste reactions were reported in 0.8% patients
treated with either BACTROBAN cream or placebo. In a supportive safety study, where
BACTROBAN cream was used in the treatment of secondarily infected eczema, gpplication
Site reactions were reported in 2.4% of patients.

BACTROBAN cream did not show any contact sengtisation in studies on heathy human
skin. BACTROBAN ointment did not demondrate any delayed hypersensitivity, cutaneous
sengtization, phototoxicity or photo-contact sengtization in studies on norma  subjects.
Cutaneous sendtisation has been reported rardy in post marketing survelllance of
BACTROBAN ointment.

Systemic dlergic reactions may occur when BACTROBAN Cream or Ointment is applied
to open or infected wounds.

DOSAGE AND ADMINISTRATION
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A smdl amount of BACTROBAN should be gpplied to the affected area three times dally.
The areatreated may be covered with a gauze dressing if desred. Usudly trestment should

not continue for more than 10 days.

PRESENTATION
BACTROBAN ointment 2% is supplied in 15 gram tubes.
BACTROBAN cream 2% is supplied in 15 gram tubes.

Store below 25°C. Do not freeze.

MANUFACTURER
GlaxoSmithKline Augrdia Pty Ltd
1061 Mountain Highway

Boronia  Victoria 3155
Audrdia

Telephone: (03) 9721 6000

Date of TGA agpproval : 3 April 1998

Date of most recent safety related change: 23 June 1999
Date of last amendment: 23 June 2003

Version 4a



