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t is quite

unsettling

enough to
hear a physi-
cian exclaim,
“We've never
seen a case like
this before,”
but when the
surgeon you've known for more than 2
decades is talking about your 2-kg, not-
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quite-33-week-gestational-age
daughter, it’s frightening.
Little Hannah Margaret’s entry into the
world had begun to get complicated when
her mother developed massive polyhy-
dramnios and an ultrasound suggested
that the baby’s stomach was enlarged. We
knew that something might not be quite
right with her GI tract, but we were re-
lieved when the neonatologist could pass
a tube easily into her stomach. We were

grand-

even more relieved when a limited-contrast
study demonstrated continuity well into
her small bowel. But continuity is a relative
thing, and it became clear that her stom-
ach did not empty normally.

At endoscopy, the antral region of her
stomach was swollen and inflamed, and
the gastroenterologist could not enter or
even adequately visualize the pylorus. Try-
ing hard to be the silent and supportive
grandparent, I listened patiently as the
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DESCRIPTION

Each gram of Centany (mupirocin ointment), 2% contains 20 mg mupirocin in a soft
white ointment base consisting of castor oil, oleyl alcohol, hard fat (Softisan® 378) and
propylene glycol monostearate. Mupirocin is a naturally occurring antibiotic. The chemical
name is (E)-(2S,3R4R,55)-5-[(25,35,45,55)-2,3-Epoxy-5-hydroxy-4-methylhexyl]tetrahy-
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CLINICAL PHARMACOLOGY

Following the application of Centany (mupirocin ointment), 2% to a 400 cm? area on the
back of 23 healthy volunteers once daily for 7 days, the mean (range) cumulative urinary
excretion of monic acid over 24 hrs following the last administration was 1.25% (0.2%
10 3.0%) of the administered dose of mupirocin. The monic acid concentration in urine
collected at specified intervals for 24 hrs on Day 7 ranged from <0.050 to 0.637 pg/mL.

Microbiology: Mupirocin is an antibacterial agent produced by fermentation using the
organism Pseudomonas fluorescens. Its spectrum of activity includes gram-positive
bacteria. It is also active, in vitro only, against certain gram-negative bacteria. Mupirocin
inhibits bacterial protein synthesis by reversibly and specifically binding to bacterial
isoleucyl transfer-RNA synthetase. Due to this unique mode of action, mupirocin does not
demonstrate cross-resistance with other classes of antimicrobial agents.

When mupirocin resistance occurs, it results from the production of a modified isoleucyl-
tRNA synthetase or the acquisition, by genetic transfer, of a plasmid mediating a new
isoleucyl-tRNA synthetase. High-level plasmid-mediated resistance (MIC > 500 mcg/mL)
has been reported in increasing numbers of isolates of Staphylococcus aureus and

with higher frequency in coagulase-negative staphylococci. Methicillin resistance and
mupirocin resistance commonly occur together in Staphylococcus aureus and coagulase-
negative staphylococci.

Mupirocin is bactericidal at concentrations achieved by topical administration. However,
the minimum bactericidal concentration (MBC) against relevant pathogens is generally
eight-fold to thirty-fold higher than the minimum inhibitory concentration (MIC). In
addition, mupirocin is highly protein bound (>97%), and the effect of wound secretions
on the MICs of mupirocin has not been determined.

Mupirocin has been shown to be active against susceptible strains of Staphylococcus
aureus and Streptococcus pyogenes, both in vitro and in clinical studies. (See
INDICATIONS AND USAGE.)

INDICATIONS AND USAGE
Centany (mupirocin ointment), 2% is indicated for the topical treatment of impetigo due
to: Staphylococcus aureus and Streptococcus pyogenes.

CONTRAINDICATIONS
This drug is contraindicated in individuals with a history of sensitivity reactions to any of
its components.

WARNINGS
Centany (mupirocin ointment), 2% is not for ophthalmic use.

PRECAUTIONS

If a reaction suggesting sensitivity or chemical irritation should occur with the use of
Centany (mupirocin ointment), 2%, treatment should be discontinued and appropriate
alternative therapy for the infection instituted.

As with other antibacterial products, prolonged use may result in overgrowth of
nonsusceptible organisms, including fungi. Centany (mupirocin ointment), 2% is not
formulated for use on mucosal surfaces. Centany (mupirocin ointment), 2% is not intended
for nasal use.

Information for Patients: Use this medication only as directed by your healthcare provider.
It is for external use only. Avoid contact with the eyes. The medication should be stopped
and your healthcare practitioner contacted if irritation, severe itching or rash occurs. If
impetigo has not improved in 3 to 5 days, contact your healthcare practitioner.
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Drug Interactions: The effect of the concurrent application of Centany (mupirocin
ointment), 2% and other drug products is unknown.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term studies in animals to
evaluate carcinogenic potential of mupirocin have not been conducted.

Results of the following studies performed with mupirocin calcium or mupirocin sodium
in vitro and in vivo did not indicate a potential for genotoxicity: rat primary hepatocyte
unscheduled DNA synthesis, sediment analysis for DNA strand breaks, Salmonella
reversion test (Ames), Escherichia coli mutation assay, metaphase analysis of human
lymphocytes, mouse lymphoma assay, and bone marrow micronuclei assay in mice.

Reproduction studies were performed in male and female rats with mupirocin
administered subcutaneously at doses up to 14 times the human topical dose
(approximately 60 mg mupirocin/day) on a mg/m? basis and revealed neither evidence of
impaired fertility nor impaired reproductive performance attributable to mupirocin.

Pregnancy

Teratogenic Effects.

Pregnancy Category B: Reproduction studies have been performed in rats and rabbits
with mupirocin administered subcutaneously at doses up to 22 and 43 times, respectively,
the human topical dose (approximately 60 mg mupirocin per day) on a mg/m? basis

and revealed no evidence of harm to the fetus due to mupirocin. There are, however, no
adequate and well-controlled studies in pregnant women. Because animal studies are not
always predictive of human response, this drug should be used during pregnancy only if
clearly needed.

Nursing Mothers: It is not known whether this drug is excreted in human milk. Because
many drugs are excreted in human milk, caution should be exercised when Centany
(mupirocin ointment), 2% is administered to a nursing woman.

Pediatric Use: The safety and effectiveness of Centany (mupirocin ointment), 2% have
been established in the age range of 2 months to 16 years. Use of Centany (mupirocin
ointment), 2% in these age groups is supported by evidence from adequate and well-
controlled studies of Centany (mupirocin ointment), 2% in impetigo in pediatric patients
studied as a part of the pivotal clinical trials. (See CLINICAL STUDIES.)

ADVERSE REACTIONS

The following local adverse reactions have been reported in connection with the use of
Centany (mupirocin ointment), 2%; application site reactions and pruritus, each in 1%
of patients; contact dermatitis and furunculosis, each in 0.7% of patients; and exfoliative
dermatitis and rash, each in 0.3% of patients.

DOSAGE AND ADMINISTRATION

A small amount of Centany (mupirocin ointment), 2% should be applied to the affected
area three times daily. The area treated may be covered with a gauze dressing if desired.
Patients not showing a clinical response within 3 to 5 days should be re-evaluated.

CLINICAL STUDIES

The efficacy of topical Centany (mupirocin ointment), 2% in impetigo was tested in one
study. Patients with impetigo were randomized to receive either Centany (mupirocin
ointment, 2%) or Bactroban® Ointment (mupirocin ointment, 2%) t.i.d. for 7 days. Clinical
efficacy rates at the follow-up visit (one week after end of therapy) in the evaluable
populations (adults and pediatric patients included) were 94% for Centany (mupirocin
ointment, 2%) (n=233) and 95% for Bactroban® Qintment (mupirocin ointment, 2%)
(n=242). Pathogen eradication rates at follow-up for both medications were 98%.

Pediatrics

There were 413 pediatric patients aged 2 months to 15 years in the clinical study
described above. Clinical efficacy rates at follow-up in the evaluable populations were
93% for Centany (mupirocin ointment, 2%) (n=199) and 95% for Bactroban® Ointment
(mupirocin ointment, 2%) (n=214).

HOW SUPPLIED

Centany (mupirocin ointment), 2% is supplied in 15 gram (NDC 0062-1610-01) and 30
gram (NDC 0062-1610-03) tubes.

Store at controlled room temperature 20° to 25°C (68° to 77°F).
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Second Thoughts on Second Opinions

pediatric surgeon at our tertiary care med-
ical center outlined for my son the options
for dealing with what he suspected was a
very rare antral web. Unclear exactly what
would be found until they opened her ab-
domen, he couldn’t predict what proce-
dure they would perform, but there was
a high likelihood that little Hannah would
be left with a dysfunctional pylorus.

When I sensed that my son had asked all
his questions, I asked in my most naive
voice if there was any chance that this out-
let obstruction could be dealt with endo-
scopically. The answer was no.

Because of some scheduling issues, we
had several days to prepare ourselves emo-
tionally for the surgery. For 30 years I had
relied on the magical skills and astute de-
cision making of these same pediatric sur-
geons to rescue my patients from a broad
range of congenital anomalies and
anatomic misadventures. However, the
plan that they outlined for my own grand-
daughter made me very uncomfortable.
The rarity of her condition and, hence,
their inexperience, was unsettling.

But what was the best way to act on my
concerns without seeming to be a med-
dling grandfather who felt that the surgi-
cal expertise that had been just fine for his
patients for 30 years was not good enough
for his own granddaughter?

Not wanting to disturb my son’s confi-
dence in the care his daughter was re-
ceiving, I decided to do my research under
cover. I began by bouncing the scenario off
my partner, who would eventually be-
come Hannah’s physician. I then spoke to
a pediatric gastroenterologist in Boston
with whom [ have shared patients since
my residency. Both physicians supported
my concerns and were, in fact, more trou-
bled than I was about the proposed plan.

But when it came time for me to suggest
a second opinion to my son and his wife, I
was hesitant because I didn’t want to offend
the people who had been my go-to guys for
more than 3 decades.

Even though I know it is often in the best
interest of the patient, maybe only because
it will give the parents peace of mind, I
don’t like it when families question my di-
agnosis or therapeutic plan and ask for a
second opinion. Many times they have
sensed my own poorly disguised discom-
fort with the situation—the cases in which
I'm planning to recommend another physi-
cian if things don’t improve by the next of-
fice visit—and beaten me to the punch.

In my granddaughter’s situation, I was
able to step back into the shadows and al-
low my saintly partner to do the dirty
work of arranging the trip to Boston. And
I am happy to report that the story has a
happy ending. Even though the big-city
specialists could remember only one sim-
ilar case, they were willing to attempt an
endoscopic approach. You should be read-
ing about her successful procedure in a
medical journal next year. m

DR. WILKOEF practices general pediatrics in
a multispecialty group practice in
Brunswick, Maine. To respond to this
column, write to Dr. Wilkoff at our editorial
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