The gram-
negative, nonmotile
A. baumannii
bacteria (magnified
27,600x) is 100%
sensitive only to
colistin, 80%-plus
to imipenem, and
50% to amikacin.
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INFECTIOUS DISEASES

BY DAMIAN McNAMARA

SINT MAARTEN, NETHERLANDS AN-
TILLES — Be on the lookout for Acineto-
bacter baumannii infections among wound-
ed military personnel returning to the
United States, an expert warned.

“This is a major problem with our sol-
diers returning from Iraq and Afghanistan,”
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Military Personnel Returning
With Drug-Resistant Pathogen

according to Dr. Theodore Rosen,
adding that the pathogen causes soft tis-
sue and skin infections, osteomyelitis,
and if left untreated, fatal bacteremia.
It is also a concern for their family
members. “You have to ask them if a
family member was fighting over in the
Middle East and injured,” Dr. Rosen said.
“You need to pay attention because this

can save a life,” he said at the Caribbean
Dermatology Symposium.

Primary care physicians and dermatol-
ogists may be the first to see the cuta-
neous manifestations of A. baumannii in-
fection. “We have people who are
reservists, they come back, and they come
in with a boil or cellulitis,” Dr. Rosen said.
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INDICATIONS AND USAGE

EPIDUO Gel is a combination of adapalene, a retinoid, and benzoyl peroxide,
and is indicated for the topical treatment of acne vulgaris in patients 12 years
of age and older. peroxide/kg. In terms of body surface area, these levels are 27-40 times
CONTRAINDICATIONS the MRHD. Similar results were obtained in mice topically treated with 25%
None. benzoyl peroxide carbopol gel for 56 weeks followed by intermittent treatment
WARNINGS AND PRECAUTIONS with 15% benzoyl peroxide carbopol gel for rest of the 2 years study period,

SO0 . A ‘
Ultraviolet Light and Environmental Exposure: Avoid exposure to sunlight and and in mice topically treated with 5% benzoyl peroxida carbopel gel for

. two years.
sunlamps. Wear sunscreen when sun exposure cannot be avoided. ) .
Erythema, scaling, dryness, and stinging/burning may occur with use of The role of benzoyl peroxide as a tumor promoter has been well established

EPIDUO Gel in several animal species. However, the significance of this finding in humans

is unknown.

ADVERSE REACTIONS In a photocarcinogenicity study conducted with 5% benzoyl peroxide
Observed local adverse reactions in patients treated with EPIDUO Gel were carbopol gel, no increase in UV-induced tumor formation was observed in
erythema, scaling, dryness, stinging, and burning. Other most commonly hairless mice topically treated for 40 weeks.

reported adverse events (>1%) in patients treated with EPIDUO Gel were dry No photocarcinogenicity studies were conducted with adapalene. However,
skin, contact dermatitis, application site burning, application site irritation, animal studies have shown an increased tumorigenic risk with the use of
skin irritation. pharmacologically similar drugs (e.g., retinoids) when exposed to UV
DRUG INTERACTIONS

irradiation in the laboratory or sunlight. Although the significance of these
Exercise caution in using preparations containing sulfur, resorcinol, or

findings to humans is not clear, patients should be advised to avoid or minimize
salicylic acid, medicated or abrasive soaps and cleansers and products with exposure to either sunlight or artificial irradiation sources.
high concentrations of alcohol or astringents in combination with EPIDUO Gel.

Adapalene did not exhibit mutagenic or genotoxic effects in vitro (Ames test,
Concomitant use of topical products with a strong drying effect can increase Chinese hamster ovary cell assay, mouse lymphoma TK assay) or in vivo
irritation. Use with caution.

(mouse micronucleus test).
Pregnancy Bacterial mutagenicity assays (Ames test) with benzoy! peroxide has provided
Pregnancy Category C. There are no well-controlled trials in pregnant

mixed results, mutagenic potential was observed in a few but not in a
women treated with EPIDUO Gel. Animal reproduction studies have not ~ majority of investigations. Benzoyl peroxide has been shown to produce
been conducted with the combination gel or benzoy! peroxide. Furthermore, single-strand DNA breaks in human bronchial epithelial and mouse epidermal
such studies are not always predictive of human response; therefore,

cells, it has caused DNA-protein cross-links in the human cells, and has
EPIDUO Gel should be used during pregnancy only if the potential benefit also induced a dose-dependent increase in sister chromatid exchanges in
justifies the risk to the fetus.

Chinese hamster ovary cells. In rat oral studies, 20 mg adapalene/kg/day
No teratogenic effects were observed in rats treated with oral doses of 0.15 (120 mg/m?/day; 98 times the MRHD based on mg/m?/day comparison) did
to 5.0 mg adapalene/kg/day, up to 25 times (mg/m%day) the maximum

not affect the reproductive performance and fertility of Fy males and females,
recommended human dose (MRHD) of 2 grams of EPIDUO Gel. However,

or growth, development and reproductive function of Fy offspring.
teratogenic changes were observed in rats and rabbits when treated with oral ~ NO fertility studies were conducted with benzoyl peroxide.

doses of > 25 mg adapalene/kg/day representing 123 and 246 times MRHD, PATIENT COUNSELING INFORMATION

respectively. Findings included cleft palate, microphthalmia, encephalocele — Advise patients to cleanse the area to be treated with a mild or soapless
and skeletal abnormalities in rats; and umbilical hernia, exophthalmos and cleanser; pat dry. Apply EPIDUO Gel as a thin layer, avoiding the eyes, lips
kidney and skeletal abnormalities in rabbits. and mucous membranes.

Dermal teratology studies conducted in rats and rabbits at doses of 0.6-6.0 mg — Advise patients not to use more than the recommended amount and not to
adapalene/kg/day [25-59 times (mg/m?) the MRHD] exhibited no fetotoxicity apply more than once daily as this will not produce faster results, but may
and only minimal increases in supernumerary ribs in both species and delayed increase irritation.

ossification in rabbits. —EPIDUO Gel may cause irritation such as erythema, scaling, dryness,
Nursing Mothers stinging or burning.

It is not known whether adapalene or benzoyl peroxide is excreted in human —Advise patients to minimize exposure to sunlight, including sunlamps.
milk following use of EPIDUQ Gel. Because many drugs are excreted in human

Recommend the use of sunscreen products and protective apparel, (e.g.,
milk, caution should be exercised when EPIDUO Gel is administered to a hat) when exposure cannot be avoided.
nursing woman.

— EPIDUO Gel may bleach hair and colored fabric.
Pediatric Use

Safety and effectiveness of EPIDUQ Gel in pediatric patients under the age of
12 have not been established.

Geriatric Use

Clinical studies of EPIDUO Gel did not include sufficient numbers of subjects
aged 65 and over to determine whether they respond differently from younger
subjects.

Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity, photocarcinogenicity, genotoxicity, or fertility studies were
conducted with EPIDUO Gel.

Carcinogenicity studies with adapalene have been conducted in mice at topical
doses of 0.4, 1.3, and 4.0 mg/kg/day (1.2, 3.9, and 12 mg/m?/day), and in rats

at oral doses of 0.15, 0.5, and 1.5 mg/kg/day (0.9, 3.0, and 9.0 mg/m?/day).
In terms of body surface area, the highest dose levels are 9.8 (mice) and
7.4 times (rats) the MRHD of 2 grams of EPIDUO Gel. In the rat study, an
increased incidence of benign and malignant pheochromcytomas in the
adrenal medulla of male rats was observed.

No significant increase in tumor formation was observed in rodents
topically treated with 15-25% benzoyl peroxide carbopol gel (6-10 times the
concentration of benzoyl peroxide in EPIDUO Gel) for two years. Rats received
maximum daily applications of 138 (males) and 205 (females) mg benzoyl
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When military personnel present
with a boil or cyst, ‘culture
them, consult ID fast, and get
them in the hospital—they need
intravenous drugs we don’t
normally give.’

“Culture them, consult ID fast, and get
them in the hospital—they need intra-
venous drugs we don’t normally give.”

Multidrug resistance and a delay of
weeks or months before clinical symp-
toms appear are other causes for concern
with this gram-negative pathogen. A.
baumannii is 100% sensitive only to col-
istin, 80%-plus to imipenem, and 50% to
amikacin, according to a 2004 report
(MMWR 2004;53:1063-6).

In that report, the Centers for Disease
Control and Prevention had noted an in-
creasing number of A. baumannii blood-
stream infections in patients at military
medical facilities treating service mem-
bers injured in the Iraq/Kuwait region
during Operation Iraqi Freedom and in
Afghanistan during Operation Enduring
Freedom. Officials identified 102 patients
at military hospitals who met CDC cri-
teria for A. baumannii infection between
January 2002 and August 2004.

A. baumannii is found in soil and wa-
ter. Combat trauma is often the cause of
initial infection, which was the case for
a 55-year-old man injured by a grenade
in Iraq. The explosion caused material to
enter his anterior thigh and created a
large posterolateral hip exit wound and
an open left subtrochanteric femur frac-
ture. He was successfully treated with
debridement and antibiotic therapy, ac-
cording to the case report (Emerg. Infec.
Dis. 2008;14:512-4).

Infection also can be nosocomial. A.
baumannii was implicated in the deaths of
five noncombat patients at Walter Reed
Army Medical Center in Washington, all
of whom were infected by returning sol-
diers (Clin. Infect. Dis. 2006;43:1045).

“Now it is [also] felt to be acquired in
military medical facilities,” said Dr.
Rosen, professor of dermatology and
chief, VA Dermatology Clinic, Baylor
College of Medicine, Houston. [ ]
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