BY DOUG BRUNK

PORTLAND, ORE. — Beginning
emollient therapy at birth is a safe and
feasible approach to prevent eczema, re-
sults from a small pilot study suggest.

“Decades of research on allergen
avoidance has not led to any successful
strategy so far,” Dr. Eric Simpson said at
the annual meeting of the Pacific Der-
matologic Association.

PEDIATRIC DERMATOLOGY

“There are new genetic data showing
that eczema is probably a skin barrier dis-
ease, at least in a healthy proportion of
patients,” he said. “This leads us to the
question: Can we focus on skin barrier
to prevent eczema?”

The earliest known published study on
the topic is from 1991, when researchers
in Kenya examined determinants of
eczema and whether detergents caused
it (Trop. Doct. 1991;21:104-6). They
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found that the use of petrolatum early in
life provided a protective effect.

“This was a case-control study, so it
was just one point in time, but it was a
surprising finding, and there has not
been a follow-up study since that time,”
commented Dr. Simpson, who is with
the department of dermatology at Ore-
gon Health and Science University in
Portland.

More recent studies, he added, have
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2. Animal Data

« No teratogenic effects were seen in rats at oral doses of 0.15 to 5.0 mg/kg/day adapalene representing up
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ADVERSE REACTIONS: In the multi-center, controlled clinical trial, signs and symptoms of local cutaneous irritation
were monitored in 258 acne patients who used DIFFERIN® Gel, 0.3% once daily for 12 weeks. Of the patients who
experienced cutaneous irritation (erythema, scaling, dryness, and/or burning/stinging), the majority of cases were
mild to moderate in severity, occurred early in treatment and decreased thereafter. The incidence of local cutaneous
irritation with DIFFERIN® Gel, 0.3% from the controlled clinical study is provided in the following table:

Table 2: Physician assessed local cutaneous irritation with DIFFERIN® Gel

Incidence of Local Cutaneous Irritation with DIFFERIN® Gel, 0.3% from Controlled Clinical Study

Emollient Tx From Birth May Prevent Eczema

found that using Aquaphor (Eucerin) in
premature neonates from birth can pre-
vent dermatitis, improve skin barrier
function, and reduce mortality and sep-
sis. “But there have been no studies look-
ing specifically at the skin barrier to pre-
vent atopic dermatitis,” he said.

He and his associates were prompted
to investigate skin barrier protection af-
ter an infant care study at Oregon Health
and Science University revealed that 73%
of parents and caregivers bathed infants
more than three times per week, 91%
used soap during bathing, 75% used
moisturizers, and 62% regularly used
watery lotion.

From that study, Dr. Simpson and his
associates concluded that frequent
bathing and moisturizer use “is very

(N=253*)
Maximum Severity Scores Higher Than Baseline
Mild Moderate Severe
Erythema 66 (26.1%) 33 (13.0%) 1(0.4%)
Scaling 110 (43.5%) 47 (18.6%) 3(1.2%)
Dryness 113 (44.7%) 43 (17.0%) 2 (0.8%)
Burning/Stinging 72 (28.5%) 36 (14.2%) 9 (3.6%)

* Total number of subjects with local cutaneous data for at least one post-Baseline evaluation.
Table 3: Patient reported local cutaneous adverse events with DIFFERIN® Gel

DIFFERIN® (adapalene) Gel, 0.3% Vehicle Gel
N=258 N=134
Related* Adverse Events 57 (22.1%) 6 (4.5%)
Dry Skin 36 (14%) 2 (1.5%)
Skin Discomfort 15 (5.8%) 0(0.0%)
Desquamation 4 (1.6%) 0(0.0%)

* Selected adverse events defined by investigator as Possibly, Probably or Definitely Related

Related adverse events from the controlled clinical trial that occurred in greater than 1% of patients who used
DIFFERIN® Gel, 0.3% once daily included: dry skin (14.0%), skin discomfort (5.8%), pruritus (1.9%), desquamation
(1.6%), and sunburn (1.2%). The following selected adverse events occurred in less than 1% of patients: acne flare,
contact dermatitis, eyelid edema, conjunctivitis, erythema, pruritus, skin discoloration, rash, and eczema.

In a one-year, open-label safety study of 551 patients with acne who received DIFFERIN® Gel, 0.3%, the pattern of
adverse events was similar to the 12-week controlled study.

OVERDOSAGE: DIFFERIN® Gel, 0.3% is intended for topical use only. If the medication is applied excessively, no
more rapid or better results will be obtained and marked redness, scaling, or skin discomfort may occur. Chronic
ingestion of the drug may lead to the same side effects as those associated with excessive oral intake of vitamin A.
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been shown to be teratogenic in rats and rabbits when administered orally at doses > 25 mg/kg rep [
32 and 65 times, respectively, the MRHD based on mg/m? comparisons. Findings included cleft palate,
microphthalmia, encephalocele and skeletal abnormalities in the rat and umbilical hernia, exophthalmos and
kidney and skeletal abnormalities in the rabbit.

« Cutaneous teratology studies in rats and rabbits at doses of 0.6, 2.0, and 6.0 mg/kg/day exhibited no feto-
toxicity and only minimal increases in supernumerary ribs in both species and delayed ossification in rabbits.
Systemic exposure (AUCo-24n) to adapalene 0.3% gel at topical doses of 6.0 mg/kg/day in rats and rabbits
represented 5.7 and 28.7 times, respectively, the exposure in acne patients treated with adapalene 0.3% gel
applied to the face, chest and back (2 grams applied to 1000 cm? of acne involved skin).

Nursing Mothers: 1t is not known whether this drug is excreted in human milk. Because many drugs are excreted

in human milk, caution should be exercised when DIFFERIN® Gel, 0.3% is administered to a nursing woman.

Pediatric Use: Safety and effectiveness in pediatric patients below the age of 12 have not been established.

Geriatric Use: Clinical studies of DIFFERIN® Gel, 0.3% did not include subjects 65 years of age and older to deter-

mine whether they respond differently than younger subjects. Safety and effectiveness in geriatric patients age 65

and above have not been established.

References: 1. Data on file. Galderma Laboratories, L.P. 2. Thiboutot D, Arsonnaud S, Soto P. Efficacy and
tolerability of adapalene 0.3% gel compared to tazarotene 0.1% gel in the treatment of acne vulgaris.
J Drugs Dermatol. 2008;7(suppl 6):53-510.
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New genetic data
‘leads us to the
question: Can we
focus on skin
barrier to prevent
eczema?

DR. SIMPSON

common in patients who develop
eczema,” he said. “These skin care prac-
tices may be detrimental to the skin.
That’s concerning in people who are ge-
netically predisposed to developing
eczema. Watery lotions and water alone
can disrupt the skin barrier.”

For the pilot study, the researchers en-
rolled 22 neonates who received Ceta-
phil cream daily to all body surfaces
from day 7. All of the study participants
had at least one sibling with clinically
confirmed eczema and were studied for
amean of 447 days and a median of 397
days. They underwent regular clinical
exams for the development of eczema
and barrier function.

To date, only two of the patients (9%)
have developed eczema, and there have
been no adverse events related to treat-
ment. Dr. Simpson said that the finding
is remarkable because previous studies
have demonstrated that 40%-50% of in-
fants with an affected sibling develop
eczema.

“We’re not really going to know un-
til we have a controlled study, but it is
somewhat suggestive that this treat-
ment could be protective against
eczema,” he said.

“In addition, barrier protection may re-
duce IgE sensitization that occurs
through the skin. We have a lot of ques-
tions to answer. Can it prevent atopic
dermatitis? Can it prevent asthma and
food allergy down the road? What’s the
best barrier protectant?” Dr. Simpson
asked.

The study was funded by the Derma-
tology Foundation and the National
Eczema Association.

Dr. Simpson disclosed that he is a paid
consultant for Galderma Laboratories,
which makes Cetaphil cream. He also
has received a research grant from Cer-
agenix Pharmaceuticals Inc. [ |





