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ABSTRACT

Itch is the most common symptom among patients presenting to the dermatology clinic. Scratching can cause
mechanical trauma to the skin, further damaging the epidermal barrier and its function. This damage can facilitate the
introduction of microbes that complicate the presenting disease and its management. Pruritus has a negative influence
on quality of life. Initiation of treatment that can safely and effectively manage pruritus may provide immediate benefits
to the patient. A novel topical formulation of hydrocortisone acetate 2.5% and pramoxine hydrochloride 1% in a
hydrophilic lotion base is indicated for the management of pruritus. However, the rate of onset of antipruritic effects has
not been well studied. This single-center, open-label, pilot study involved 11 subjects age 18 and older. All subjects
applied hydrocortisone acetate 2.5% and pramoxine hydrochloride 1% lotion four times daily for one day. Severity of itch
as measured by the visual analog scale decreased significantly following one day of medication use. The change in mean
visual analog scale from baseline was -2.16+2.78 (P=0.0275), representing a mean percentage reduction of 31.74+42.11
(P=0.0315). Topical application of hydrocortisone acetate 2.5% and pramoxine hydrochloride 1% lotion provides a
significant reduction in pruritus as rated by patients using the visual analog scale with a single day of use. Early onset of
action to decrease itch is expected to improve the patient’s treatment experience and increase the level of long-term
adherence. (J Clin Aesthet Dermatol. 2011;4(2):48-50.)

presenting to the dermatology clinic.” The incidence of

pruritus in the community setting has been reported to
be as high as 27 percent. It is generally associated with
increased stress and possibly associated with negative
psychological factors.? Itch is recognized as a consequence
of impaired epidermal barrier.* As such, it is considered an
associated symptom of atopic dermatitis (AD), contact
dermatitis (CD), and allergic contact dermatitis (ACD),
such as poison ivy and psoriasis. Itch provokes scratching,
which in turn intensifies pruritus. This phenomenon,
known as the “itch-scratch cycle,” is of particular concern
in chronic dermatoses, such as AD.

Scratching can cause mechanical trauma to the skin,
further damaging the epidermal barrier and its function,

Itch is the most common symptom among patients

and can potentially facilitate the introduction of microbes®
that can complicate the presenting disease and its
management. Furthermore, the experience of itch has
been shown to disrupt sleep and negatively influence
concentration, academic and work performance, and
quality of life.® Therefore, initiation of treatment that can
safely and effectively manage pruritus may provide
immediate benefits to the patient’s quality of life and could
provide long-term benefit by interrupting the itch-scratch
cycle that prolongs the disease course.

A novel topical formulation of hydrocortisone acetate
2.5% and pramoxine hydrochloride 1% in a hydrophilic
lotion base is indicated for the management of pruritus.
However, the rate of onset of antipruritic effects has not
been well studied. Data from a pilot study, reported here,

DISCLOSURE: Commercial support for this trial provided by Ferndale Laboratories.
ADDRESS CORRESPONDENGE TO: Leon H. Kircik, MD, FAAD, Physician Skin Care, 1169 Eastern Parkway, Suite 2310, Louisville, KY 40217;

E-mail: wedoderm@bellsouth.net

e fpossinad ol
@ Clilli(:al..AeStl'leﬁC [February 2011 e Volume 4 ¢ Number 2]
Dermatology



suggest a rapid onset of effect, evident within 24 hours of
therapy initiation.

BACKGROUND

Pruritus is characteristic of several dermatoses and is
considered a symptom of barrier dysfunction. Reported
rates of pruritus among adult patients with AD are as high
as 83 percent.” In murine models of AD, prolonged
scratching was noted in response to decreased epidermal
barrier function and was found to be independent of the
effects of histamine and serotonin. Furthermore,
application of petrolatum provided temporary improvement
of barrier function and produced a decrease in scratching.®

In 2n-vivo studies of human atopic subjects, affected
individuals exhibited an overactive sympathetic response
to itch and scratching. Furthermore, parasympathetic tone
was persistently and rigidly elevated, which was
considered an indication of lack of adaptability in response
to stress.” Some evidence exists supporting the supposition
that patients with AD experience pruritus via a different
physiological pathway from that in patients without AD.’
Histamine has historically been identified as a primary
mediator of itch development. Emerging evidence has
shown that several other mediators are associated with
itch in AD, including serine proteases, interleukin 31, and
nerve growth factor."”

Among adult patients with AD, 83.1 percent of
individuals in one study’ reported prutitus most frequently
in the evening (52.8 percent) and at night (38.2 percent).”
Severity of pruritus correlated with severity of AD. A
significant proportion (81 percent) of patients who
reported itch said it caused difficulty in falling asleep.
Dryness, sweat, physical effort, food, and hot baths were
reported by subjects to exacerbate itch. Patients variably
reported use of topical emollients and oral antihistamines
with limited long-term benefit. Patients with more severe
disease reported more intense pruritus.

STUDY DESIGN AND METHODS

This was a single-center, open-label, pilot study involving
11 subjects age 18 and older (mean age=40.8+11.4). Four
subjects were Caucasian (36.4%), and seven subjects were
African American (63.6%) (Table 1).

All subjects applied hydrocortisone acetate 2.5% and
pramoxine hydrochloride 1% lotion four times daily for one
day. The study consisted of two study visits: Baseline and
Day 1. Therapy was administered on Day 0 and final
assessments were made on Day 1. Visual analog scale
(VAS) scores were recorded at Baseline and Day 1.

Prior to Day 0, patients were not permitted to apply
topical prescription steroids for one day; oral
antihistamines and over-the-counter cough/cold products
that contain antihistamines for one week; and systemic
immunosuppressants or investigational drugs, oral
steroids, or immunomodulators for four weeks.

Statistical analysis was completed with paired t¢-
test/Wilcoxon signed-rank test.

[February 2011 e Volume 4 o Number 2]

TABLE 1. Subject demographics (n=11)

GENDER
Male 3 (27.3%)
Female 8 (72.7%)
MeanSD 40.8+11.4
Median (P25, P75) 40 (33, 50)
Min, Max 20, 56
e ____________
Caucasian 4 (36.4%)
African American 7 (63.6%)

ITCH RATING SCALE

Dravwe a single, vertical line on the scale below Lo indicate how bad you feel your itching
is today:
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Figure 1. Visual analog scale
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Figure 2. Mean and median visual analog scale scores
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Figure 3. Percentage reduction in visual analog scale score
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RESULTS

Severity of itch as measured by the VAS (Figure 1)
decreased significantly following one day of medication
use. Mean VAS score at baseline was 6.72+0.97; median
VAS score at baseline was 6.60. On Day 1, mean VAS score
was 4.56+2.81; median VAS score was 5.10. Baseline and
Day 1 VAS scores are shown in Figure 2.

The change in mean VAS score from baseline was
-2.16x£2.78 (P=0.0275), representing a mean percentage
reduction of 31.74+42.11 (P=0.0315) (Figure 3). Treatment
was well tolerated with no significant adverse events
reported.

CONCLUSION AND DISCUSSION

Pruritus is common in AD and other inflammatory
dermatoses. Itch-associated negative sequelae, including
interrupted/delayed sleep and decreased quality of life, are
prevalent.” Many patients report that common
interventions recommended to manage itch, including
regular use of emollients and oral antihistamines, fail to
provide long-term benefit. Therefore, there is a need for an
effective intervention that is convenient, rapidly effective,
and safe.

Data from this pilot study indicate that hydrocortisone
acetate 2.5% and pramoxine hydrochloride 1% lotion is a
rapidly effective and well-tolerated treatment option.
Pramoxine is a mild local anesthetic with a history of use
for management of pruritus. It is not a member of the class
of “caine” anesthetics. Pramoxine appears to confer its
antipruritic effects by stabilizing neuronal membranes of
nerve endings.

The oil-in-water lotion base investigated in this trial was
well tolerated with no reports of significant adverse events.
The formulation contains a reverse emulsion of 70 percent
lipids dispersed in 30 percent water. The unique hydrolipid
emollient vehicle is expected to improve transepidermal
water loss and contribute to improved barrier function,
providing further benefit in the management of itch in AD.

Topical application of hydrocortisone acetate 2.5% and
pramoxine hydrochloride 1% lotion provides a significant
reduction in pruritus as rated by patients using the VAS

with a single day of use. Early onset of action to decrease
itch is expected to improve the patient’s treatment
experience and increase the level of long-term adherence.
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